(19)0*3^^ (JP) (12) & [H fft & (A) 



<n)»fFfflBi£l»«^ 

1-158149 

(43)&WB TOl¥(1999)6fll5B 



(BDIntG. 6 
C 0 7 D 215/22 
A6 IK 31/47 



ABG 
ABL 
ABX 
ADA 



F I 

CO 7D 215/22 

A6 1K 31/47 ABG 
ABL 
ABX 
ADA 

*&si# -xmx m^mnms ol (^2&h) ®»Mtfi< 



(2l)im»n »H¥9-328782 


<71)ffiHA 


000253503 








(22)«JKH ¥&9*P(1997)1U328B 




JKCK*ifeE&rJi l-TB 10# 1 ^ 




(72)56IB# 


A « » * 






PKi^jSWrbtiKtr3#ja eiueft^; 






m m m & 
















(72)BWg 


m a: * # 






»BKfc«Mf«Hlir3#i6 




















(54) KWO«#J */'J>R®#*J:rR-n^&tr^«J*» 





















>?1 ^2 r 3 



o 




] 



(2) 1-1 58149 

1 2 

l ] ( i ) ^^*fcl±*ft£«^M£ * [ft 1 1 





r 2 fciWRa {±. m— ±tz\m^z^xi>x< . * 
fi-?ft*»irf% fl»77Wf*s. (id -e^ 

"(Rsk <W 

0. 

fc*£U Ri ^sHF?***^ R 2 fcitfRs liRW 

R 4 >\nyySfpe*»). 
mlil-3«tMo ] 

[ff£JB5] Ri i)K Aufye, y^;l^. ifctt 
y Mf >*?»9,. R2 ^J:t^R3 ti. H-*fcfck#fr 

>fy7"ne;^ £fc»4«(II> (jW. R5tt. 

[tg:£Jl6] Ri /A 7k*lg-TT'S»0. R2 fcitfRa 

(II) (S*. R5&. Anfysfti)! n#lt 
S>9. p#1-C*S. R4^7 y*S^*C$> 



10*>). m£U£jt&2T'i>£. H*« 1 

/W-N' - {4-[(6.7-^ h^S/-4-^y U^)^ 
N-(2-?on\yy» -N-( 2, 4-^771^0 7 x 

N- (4-?nn^yy/H -N-(2,4-v7;M-n:7x 
n;I/)-N' - {4-((6, 7-^ h^^-4-^yUyW^ 

20 N-(2,4-y7;^07x-W-N' - {4-[(6,7->-' 
N-yWl/7, 

N-(2,4-y7i^n7x^)-N' - {4-((6,7-> ? 

N->f yrubv^i-r. 

N-(2,4-^y;l/*o^x-;W-N' - {4-[(6, 7->-' 
y b ^ S/-4 7 U )V) ^ i/)-2-7>\s*V 7 x ~)V } - 
N, N ' -Wf;Wl/7, 

N-(2,4-y7Wn7x-W*-N' - {4-((6, 7-^ 
30 y h*y-4-*y»J;W^y)-2-7;Wn7x-;H 

N' -(2,4-y7Wn7x^;W-N- {4-((6,7->-' 
* b^y-4-^y»J;W«y)-2-7;l/*n7x^) - 

N' -(2,4-^'y^n^x-;W-N- {4-[(6,7-^ 
y b^y-4-^7 , J;l/)«y)-2-7W07x^H - 

N-(2,4-y'7W07x^)-N / - {4-((6. 7-5-* 

y b^r^-4-^y U;W^>-]-2-yy^nyx-^> - 

40 N,N ' -^Xf-^lxT. 

N-(3,4-y7;Wn7x-W-N' - {4-[(6, 7-^ 

y b ^ y 'J /W ^ 1/1-2-7)^x2 7x-iH- 

N,N ' -yXf;Wl/7, 

N-(3,4-y7WD7x-W-N' - {4-[(6 f 1-V 

y h^r^-4-^y U/l-):+^)-2-y7k*n:7x~;W - 
N-y^>>i/7\ 

N-(2,4-y7/Wn7x^)-N' - {4-((6, l-V 
yb^y-4-^y'J;P)«y)-2-7;Wn7x-;l/) - 

N-x^^i^r. 

^50 N' - {4-((6,7-i^y Y^^-4-^7VM^^]~2- 



3 

7WU7x-;H -N-XfyWN-(4-7Wn7x^ 

N ' - {4-((6,7-^b^x-4-^y«J;W^^]-2- 
7WU7x^/H -N-(4-7/l/:*u7 x—rt^-N-y 

N- { 4-[(6, 7-^y Y*i/-A-* JVMtti/YTrV 
Wo7x-;W -N' -(4-7;Wp7x^)-n, 

N- {4-[(6,7-^h^-4-*yy;W^^)-2-7 
Wo7x-/H -N,N' ->?Xf-A-N' -{A-7)V* 

N-(2 F 4-y7^U7x^)-N' - {4-((6,7-^ 
y Mf >--4-*y U;W3f^]-2-^ b^y7x^;H 

N-(2,4-y7^n7x-;V)-N' - {4-((6,7-^ 
^h^r^-4-^y»j7l/)^H-2-y f^y7x»;K - 
N-yfvI^>l-7\ 

N-(3 , 4-y7/P*D7^-;W-N'- { 4- [(6, 1-V 
y h^rS/-4-^y U;W*^-^2->HP->7i^} - 
N-y^;K?l/7\ 

N-(3,4-y7;WP7x^)-N' - {4-((6,7-^ 

N' - {4-[(6,7-S^ b^y-4-^yii;W^y)-2- 
^Ky7x»/H -N-^f;hN-(4-7WP7x^ 

N ' - {4-((6.7-^h^2/-4-*y , J;W^>')-2- 
^b^y7x^;W -N-X^;l^- N-(4-7WD7x 

N-(3 ( 4-y7;Wn7x-;W-N' - {4-[<6,7-x 

y h^r^-4-^y >jyW^^]-2-y^y x^;u} -n 
-yf^i-r. 

N-(2,4-y7;Wn7x«;l/)-N' - {4-[(6,7-x 
y h^r^-4-^y 'J;W^y)-2-^f^7x-;H -N 

N-(2,4-y7Wo7x^)-N' - {4-((6,7-i^ 
y h^r^-4-^y yyW:t*S/)-2-yf^7x~;W -N 
-x^>l/7\ 

N' -(2,4-^y/^07x^;l/)-N- {4-((6,7-i^ 
^ y-4^7»JW«y)-2-^f^7x-;H -N 
-^f;Wl/7, 

N-(2,4-> ? y^C77xX^)-N' - {4-((6,7-^ 
y M^-4-^y , J;W^y)-^Wi-;K - 
N,N' -S^xf-ji^UT. 

N ' - {4-((6,7-^'y b^y-4-^7»J;W^y)-2- 
y^;U7x-;H -N-Xf;|/-N-(4-7Wn7x- 

N' -(2 f 4-y7/Wn7x-;W-N- { 4-1(6,7-^ 
y h*^-4-*y >J;W^^)yx^} -N-xf-;^ 
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[«JS8] N-(2,4-y7W07x-^)-N' - 

{4 - ((6,7 - ^y - 4 *y -2-7 

N ' - (2,4 -y7Wn7x-;H - N {4 -[(6,7- 

^'y - 4 - *y u^w^H 2 7;^o7x- 

;P} - N-xWl/7, 

N - ^yy> - N - (2,4 - y7Wo7x-;P) - N' 
10 - )4-t(6J-yyHy 4 -^/'JtW:***') -2- 
7WD7X-/H 

N' (2,4 y7Wo7x^W N {4 ((6,7- 
^ y ■ 4 - * 7 »J W^y) - 2 - ;V7x- 
;M - N -yf-;K?i/7\ 

N' - {4 [(6,7 i/*h**s- 4- ^SVjDttz/] 
- 2 - 7WP7 )V\ N Xfvl^ - N - (4 - 7)V 
^n7x-;W»>l/7, 

N-(2,4-y'7Wo7x^)-N' - {4 -((6,7- 
.... ^y»j;W^^) - 2^f^7x» 

20 ;H N x^-;l/*>ly7\ 

N-(i4-y7/^D7x-;l/)-N' (4 ((6,7- 
^'y h^r£y - 4 - *J >J/W - 2 - 7^P7 x- 

- N - A VTnWI/7, 

N (2,4-y7Wn7x-W'N' - {4 [(6,7 

^'y 4 ^y y;w^s/j 2 7/wa7x^ 

;W - N, N' - ^y^^IxT. 
N-(2 f 4-y7;Wn7x-;W-N' - {4-((6, 1-1/ 
y b^r^-4-^yy^)^Sy)-2-y h^y7x-;W - 

30 N' - {4-((6,7-y7Ky-4^y»J/H^y) 
-2 ^Ky7x^) N-xf;P-N-(4-7^ 
^07x^)^1/7. 

N-(2,4-y7;Wn7x^)-N' - {4 ((6,7- 

s^y - 4 - ^y y ;w*^f 5/) - 2 y ^7 x~ 

- N, N ' - ^xf-rt^IxT. &±Tf 

N' -(2,4-^y7l/^rn^x— ;l/)-N- { 4-1(6,7-^ 
y b^y-4-^7'J;I/)«y)7x^) -N-Xf-;P>> 

imsm 1 ] mmmm^ mmsvvv 

50 S^9(HBa^EIEffl«;ao 
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imm 3 ] mmmm&m±.mmzim^ti 
h . mm. 9 izmm^mmmm. 

[0001] 

*mu±. m®t$mz&v&mm$i<r>mftmtt 
z>*/v>wmmzmL. mzmmiz\±. mm. mmm 

Mli, SttWtgU^viK see, Tto-a14« 10 
[0002]ggM 

m&o£# imiztixmmwmcomz. mm. 
^a^mm^im^xx-h o . ztL^a-wnzitmco 

mmommtfmz ^^nx-nsmtik^mmmm^ 
mmx'h<o. £mm%#TX4$. ^-gftrnzx-im's 

m)satfm>t>tLZ,. m&&mm&i&i l z&^xi>ftL i m® 20 
cofm. fo&nMMmmM&xigfoiii 

izWrLX^&Zt&mffiZtiX^Z,. itz. w&\ 

mnmii;\mfc<7>mtoim&wzmttht%}L t> 

[0003] jji^jtssa^jntifet Lxmmmmza 
»hmmm:fam®^<Him\ l zi.*)>£fh. mwgimt 
jEcoimm? ammo tncomms^ (wm®T) 
?»*7>z<,z£-oxmmtix^&i)K fmxu 

mtwh mmm^mx-hhtz^mmMmm^ 30 



Ztlf^^iHZ^X^h (Forkman, J. Nature Med. 
1: 27-31, 1995) . 

[0004] ztti T-t. m!mmzt>ft& m^oso 
•KofcfttjkWR^SHWK 1 ^-tjv&mm. mm 

t-th^< ^i^^mmmmiWizmth^thh 

# (Bicknell, R., Harris, A. L. Curr. Opin. Oncol. 
8 : 60-65, 19%). Mfi^^JMM&^C*H-*% 

mmt Lxmaizmizwm$!fm^£td%.^\ji2ti 

[0005] — JT, WO 9 7/1 7 3 2 9^iCli 

jflL^i*ti5aH-Tifl^jt vx*s y yis^ft^iesj 

£*VtV">£„ L*»U W097/1 7329^&ffifc 

BR^fua^SrVV, 

[0006] 

my y y#ig£7)4fitig^^^LT^Lfc^&-Sf 
<r>\Y£Mi)K fflmmR&JiLVffim&mz&w&smifiL 

fCT{±. «®35(itfc(t&ii'ffJliiS£a«TOJ^ffl 

[0007] *wmz i-S-ffc^li. TIEjS ( I ) oft 

[0008] 
[ft3] 




ait. m-ifzim%-ox^xi>£<. zti^tuumm. 

^ &kTA*A&^ ££125$ (II) 
[0009] 
[fc4] 

(Rs)„ <W 




«i~~ 5<r)W&xh*). p\5.\~~4wimx'foz>) x-h 

*). fc*£U Ri tf*Slf(?att^ R2 fcJ:tXR3 Ji 

m&mmimiz^mx'h&. 

«50 [0010] 



(5 

7 

fi*fc«*fiai<0KSaH-6. jff*L<lil-4<07 
[00 11] ^n^M^ta. S 

saw. £*k^ a^aaRW^t^t-ri. 

[0012] «ar;Wryl^)fflfc l/Cii. **>K 
yK n - TotfyK >f V7Pt;K n - rfvK i 
^yk s - y>yk t - 7fvK n ^yf;K n - ^ 10 

[0013] fl«T7P3*^>Wi: 1/CfcL * 
xKy, n-7o^y s i-;TD«K3f>\ n-7b 
i-:/Mf>\ s-y>*^ t-7>^&fc' 

[0014]it^H 

Ri a. »4L<I4. Anyyif, ttftr^l^. 

^>Bu\ y^s. M>^a£**r. - 

[00 15] R 2 *5itKR 3 li. lff4L<l±. H-*fc 20 

xf-y^ ^yrnWS, ifctt* (II) 
[00 16] * (II) Rsli. ffSKB, Any 

mtsmat?) £*u nit #*L<a. 1 
pa. jfftKii. i**r. 

[00 17] R 4 a. #*L<fcL ^MFPfcSiU 
ma. #4L<t±. l±fctt2T**£. mtflCDtZ 
a. R4tt4flEfc#*E^-4^fc*«ffiL<. m#2?)fc 
Sii. R4l±^y-fe>Sc02ffit>J:tf4ffl[. *S^ti3 
fflfi iZ/4ttt#ft1-5 - 4: #Wi U*. 30 

[ 0 0 1 8 ] S ( I ) Oft^HKOffi L^ffit LTa. 
Ri Aojr'yM 1 ?. ffiSTVM^S. SfcttflERT 
^3*5/*?* 9. R2*>J:VR3tt. H-4fctt*St 
r>X^Xi>£<, tfiftvkmSFP* WtTA*!V&. 
ifctt* (II) Rs a. Aoy>Jgft&i), 

ho 

[0019] *wmz£M^m<w% um tx 

a. Tm<Ditifo1fflT$>tLh : N-<y^;U-N-( 2 , 40 
4-y'7Wn7x^)-N' - { 4-[(6, 7-So< h^x 

N- ( 2-^nn\> , y» -N-(2,4-y7Wo7x 
-;W-N' - {4-((6 > 7-^h^^-4-^r7U/U)^ 
y)-2-7Wn7x-;W *>l/T. N- (4-^DDKy 
^) -N-(2,4-y7;WP7x-;W-N' - {4- 
((6,7-^y h4^4-*yy;W^^)-2-7;Wn7 
N"(2,4-y7;Wn7x-;W-N' 
- < 4-[(6, h*>-4-*y »J;H^>-}-2-7/P 

^D7x-;H-N-^f;Wl/7, N-(2,4-S/'7yM- 50 
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D7x^l/)-N' - {4-U6,7-^b^-4^yU 
;t/)«y)-2-7WP7x-;H -ISM ymtVK? 
W\ N-(2,4-S^7yP:tn7x~yW-N' -{4-[(6, 
7 ->?y h * 4 - * y >J )V) zA -2-7^07 x - 
yH-N,N' -y7f;Wl/7, N-(2,4-S/:7Jk*n 
7x-;W-N' - {4-[(6,7-S^3rS/-4-^/U;W 
^y)-2-7WQ7i«;K ^L-T. N' -(2,4-i? 
7;WD7x-;H-N- (4-((6, h^r^-4-^r 
J >J ; W i^J -2- 7ykt o 7 x - ^ } -N-y fvl^ 1^ 
7\ N ' -(2,4-y7/^D7x^)-N- {4-[(6,7 
-Sot h^>--4-*y y;W^^)-2-yyl/^n7x- 
-N-xf-n^W\ N-(2,4-^77M-n7x^ 
y^-N' - {4-((6,7^h^y-4-^y»J;W« 
y)-2-7;Wa7x^;W -N,N ' -V^)V*7VT. 
N-(3,4-y7W07x-;P)-N' - {4-[(6, 7->? 
y h^y-4-^/»J;P)^y)-2-7yWn7x^;H - 
N,N' -S^xf-/K^7\ N-(3,4-y7Wo7x^ 
M~N ' - { 4 -( (6, 7 -So* H*v-4 y y ;P) ^ 
>4-2-7/^n7x-yk} -N-y^yK?V7\ N-<2, 

4-y7/Wo7x-;W-N' - (4-((6,7-y7h^y 
-4 y »J ;W >-) -2-7 yloj-n 7x-;H -N-xf- 
N' - {4-[(6, 7-^'y h^rx-4-^yyyW 

^y)-2-7WP7x^H -N-X^;U-N-(4-7;l^ 
^07x^)^1/7, N' -(4-((6,7-y7Ky- 

4 -^r y y ;W ^] -2- y 7 x ^yu } -N- ( 4 - 7 
y^n7x-yW-N-^-?-y^l/T. N- {4-[(6,7-v r 

y b^r^-4-^y yyu)^^)-2-yy^o^x^} - 
N' -(4-7^n7x-;W-N,N' -^y^y^l. 

r. n- {4-[(6,7-^'y h^r^-4-^yyyW^^)- 

2-V)V^rty yr~)V) -N,N' -^'Xf-/P-N' -(4-7 
yM-nyx^W^l-T. N-(2,4-^'yyi/>rn7x^ 
yW-N' - {4-K6.7-S/J* h^r^-4-^yyyW^ 
y)-2-yh^y7x-;W ^l/T. N-(2,4-^'yy^ 

D7x^)-N' - {4-((6,7-s^y b^r^-4-^yy 
yW^-^^)-2-y h^r^7x-yu} -N-y^;^i^T. 

N-(3,4-S/7;^U7x^yI/)-N' - {4-[(6, 7-s/ 

y b^s^-4-^y y;W^^]-2-y h^^yx-yi^} - 
N-y^y^l/T. N-(3,4-^7yk*n7x-yi0- 
N' - {4-((6,7-^y b^r^-4-^yyyW^^]-2- 

y h^r^yx^yl/} -N-xf;Wl/7. N' - {4-[(6, 
7-^'y h^^-4-^y yy^^^)-2-y h^y7x- 
yl^} -N-y^yi/-N-(4-yyU:tu7x~yi/)7l/7\ 
N ' - {4-[(6,7-^'y h^r^-4-^yyyW^^]-2- 
y h*i"7 -N-Xf-;l^ N-(4-7/W07x 

-yW*>l-7\ N-(3,4-^7y^n7x^yP)-N' - 
{4-((6, 7-S/'y h^5/-4-^yyyW^>-)-2-y^ 
)V7^:-)V) -N-X*f)WlsT^ N-(2,4-i/yy^P 
7x-yW-N' - {4-((6,7-xy h^rv-4-^y yyW 
^^]-2-y^;I/7x^yl/} -N-y?-yl/>7l/7\ N- 
(2,4-^7yP^n7x-yP)-N' - {4-((6,7-y7h 
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* x-4 J »J ;W ^]-2-^ x } -N-x 
+)V*7\sT^ N' -(2,4-y7;^D7x^)-N- 

{4-((6,7-S/'y h^i/-4-^y*J;P)^^)-2-^^ 
y|/7x-;H -N-yfvl^i"7\ N-(2,4-^yvM-u 
7i-;W-N' - {4-((6,7-x^ h^r>-4-^ry»j7U) 
^^)-2-^f-;^7x^> -N,N' -yxf/^l/ 
7\ N' - {4-((6, 7-^h*£/-4-*yy;W:** 
^)-2-yf^yx-^} -N-xf;k-N-(4-7;^n7 
xX/P)-^U7\ iUtfN' -(2,4-y7WD7x- 
;W-N- {4-((6,7-S^ h*>^4-*sy)\s)ttis] 10 
7x^W -N-X^l/^l/To 

[0020] J: Sft^fltfSfcffi L v fc L 

Til. T^Ojt^*3&W6*l5 : N (2,4 - >-'y;kt 
U7x-;W-N' {4- [(6.7- v'y h^ -4-^y 
'J;H^y)-2-7;^n7x-;l/) -N-^f-A^ 
L-7\ N' (2,4 y7^07x-;K - N - {4 - 
[(6,7 - V* h*is - 4 - ^7 VAdtti") - 2 - y/M" 
07x-/W - N -x^/K?l/7\ N -Ayy^- N - 
(2,4 - y7Wt/7x-W N-' {4- [(6,-7 - is* 
Ky-4-^y>J;H^y) - 2-7W07x»;W 20 
^l"7\ N' -(2.4-y7;^n7x-;M-N- {4- 
[(6,7 ^'y b#^-4-^r/y;W*^) - 2- 
7i^;H -N -J*?7I^W7\ N' - {4-((6,7 is 
^Ky-4 -^/y^my) -2-7Wo7i- 
;p > - N xfvi^ N - (4 - 7Wn7x-;W»)l/ 
7\ N - (2,4 -i?7)Vjru7 jtxyp) - N' - U- [(6, 
7 -^h^r^-4 -^yyjM***') -2-^W7x 
~/W - N - X^»>]x7\ N - (2,4 - y'7;^07x 
-;W -N' - {4 ((6,7 ^'yh^r^-4 ^yy^) 
:t*>0 - 2 - 7WP7x^W - N - A V7°n£71^ 30 
U7\ N (2,4 - y7Wo7x^l/) - N' {4 

[(6,7 - >-*y b*is 4 - ^y y/W**^) 2 - y;k* 
- N , N' - y7 WkT, N-(2,4- 
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1 0 

i?y}VJtU7x.~)V)-N' - (4-((6,7-y7Ky-4 
y;W**5/)-2-.X h*y7x^H -N-y^;K? 
]/7\ N' {4- [(6,7 -is*h*is- 4 - *y »J ;W* 
^y) -2-y h^r^7x— -N-x?vP-N-(4- 
7WP7x^)')I/7, N-(2 ( 4-y'7W07x 

-jD-N' - {4- ((6,7 —J^h^zs 4 -*yy;W 

2 y^7x-^} -N, N' - yX W 
V7\ fcitW' -(2,4-y7;W07x-;M-N- 
{ 4-[(6, h*is-4-*S UW«y)7x- 
)V) -N-Xf-A^WT. 

[0021] -m> ( 1 ) <Nti$mt%<m¥mmz 

yAK4fciir;p*y±a4iK)ia. y 

ffiige. i^sggjg. mm. yyiee 

^y;ui/*;yB^ x^>x;^yKJe^J; d&ffi&T 
;i^/i^A^yB8S. ^y^yx^yffi^ P - hfr 
^>X)]s*ym&co£o%TV->)sX)]sX>W&. 77 

vW>*S % »SL 'jy* fLSL rxn^b' 
>B^J:3&W«S13§. iUtf^y^yig. 7x^7 
^-yS. ?)\s?^>m&. Tx^y^>M&<Di:o%: 

r 5 y £imft>ti& • 
[QQ23] fc&fanmm. 

[0024] 
[ft 5] 



1 1 



McG 

MeO' ^ NH 2 



(7) 



o o 

EtO 



mm^l 1-158149 



1 2 
o o 



H 



McO 



McO 



O 0 




OEI 



McO. 



O O 




McO ^ N 
H 




TO 



:x6 




Nil, 



^/di^Stio-c^t^iS^iiS,, MUX. 4-7 u 

O^y 'JylH^Wi. Org. Synth. Col. Vol.3, 272 (1 
955), Acta Chim. Hung., 112, 241 (1983) & fc'fcfrltK 

[0025] im^m^x-h^y v>imm&. * 
s. 

[0026] 3cfc. Ji3=Srt^+*fctti!9ft»t'tfev^ 
t-l-n7i y-;U£*T L4-? an* y 'J i"§SS*£ft * 



30 



fcft. *3 i S^(«itfH.N->?jtf-A^M'Ar5 F) 

HHmTtfc^-c^-rs fc4-(r s y 7x y ^r^^y 

rafter- y j; 9*fKfHfc 

[0027] ^rawHcsje^ws-fc^fttt. w 

[0028] 
[ft6] 



(8) 



ftffl^l 1-158 14 9 



1 3 

R. 



14 



A" 



2. 3tc 





as. 



3w — — 30i> 



"(HJt, 



JItc (fll;L«f . 7k«fcy^A7^$-^A&fc'£ffl^ 

h y ) t& i 1 t~ J: o n-^/h&t 

M£gtt£flsffl£-£&;K ^^{ihy^xyyjra 
l^^on -mmmr- y v-ffc£**fiw*-s ^ 1 1 j 

30 

[0029] JfcfrftWflra/EHMHIl 

&jto^jft^ow$ijfftB£ir-f& («iEi«t»^i#{!B) . 

[ 0 0 3 0 ] *fc . ^Bi5{ifcfc<t^Jlii i Sir4(i, ±fc 

& Tro-AttlMBSflajL ^^'PlIBcOctd^^ 

n, J. Nature Med. 1: 27-31(1995); Bicknell, R. , Ha 
rris, A. L. Curr. Opin. Oncol. 8: 60-65(1996)) „ 
[0031] **Wfc: ZMtSUi. A VMif^L 

[0032] ftoT, 3|E58||JtJ:4ft^ft|i. jfiLlrjfilsS* 50 



[0033] *wmi> o-mmtz xtuf. *mitz 

ik r'fo-M.&mmmm.-. xxssmm. mm 
[0034] *imMLtt*ism»t -tzwmsi 

85-, #Tft£, MIK*. (OWf^*^ 
[0035] Mfls«fc«±. igPSIfc hXM. #T 

gpfflfc Lx«i. mtm. <m. t-tbl mm*? 
[oo36] ztihv&wgmi. msmmtix*** 



mm. mmi. m&m* mmi. mmi mtm%t' 
[0037] wmit txit. maiMM. ?wm. 
mmmt Lximt^Tyry. Tiwymt 

A, T*rZhVy%k'1)\ ^fflkLXimitfi?*^ 
XrTyyKv^->">A, ^yxf-i^y^yn- 



(9 

1 5 

[oo38] tit. ±Mimm&. mizxmmL 
pummi ssara. m^m. mm^mmt 

[0039] X h SIMM . *Wflfc J: £ 

flj£ft+0. 5-5 0fig%. *T2L<<±. 1-2 01 
[0040] ft*JKlS«^». fW. ttffl. 

mmo . i-ioomg/kg, 

Jf£L<&l-5 0mg/kgcDOTT'#>0. £*i£l 
[0041] 

[0042]gaai N- (2, 4-y7/^n7x 
~;l^) — N' - {4 - [ (6, 7 -So* b^y-4-^ 

^y] -2-7jM-p^x-^/M »V7 
4- [ (6, 7-^b^r^-4-^y U7l^) *3ry] 20 
-2-7;WoT^'Jy (2.00 g) £b/l/xy (2 

0 0ml) fcftgfcSJBUfcfc. 2, 4-y7WD7x 

y 5/7^- b ( 1 . 9 7 g ) £jD;tT 7 f^OM* 

2g, JK*84%T#£ 0 

1 H-NMR (DMSO-de , 400MHz) :d 
3. 94 (s, 3H) , 3. 95 (s, 3H), 6. 5 
5(d, J = 5. 1Hz, 1H), 7. 04-7. 12 
(m, 2H) , 7. 30-7. 37 (m, 2H) , 7. 

40 ( s, 1H) , 7. 49(s, 1H), 8. 10- 30 
8. 16 (m, 1H) , 8. 23-8. 31 (m, 1 
H) , 8. 49(d, J = 5. lHz ( 1H), 8. 9 
9 (s, 1H) , 9. 05 ( s, 1H) 
WS^-ffiL (FD-MS, m/z) : 4 69 <M+ ) 
[0043] mmM2 N' -{4- [ (6, 
^y-4-^r/>J;M -2-7WP7x^ 
/H-N- (4-7/^P7x^) -N-yfvl^lx 
7 

4- [ (6, 7-yXb*y-4-*y»j/H *^y] 

-2-7Kn7-lly (80mg) SrbH-xy (8m 40 

i ) . hux^r^y ( i . om i ) iznmmmLfz 

ft. y?nny?y(l. 0ml)tiS»LtH;*^ 
^(78mg) **iT54HaB0B»atfc. ifcfcN 
- (4-7;^n^j:-;P) -N-p^/l^y ( 7 0 
mg) £Jn;tT. SfetlftBaftfiBSBSELfc. RJEStfc 

7*by (2/1 ) TKBBI-Sy'J^^nvb^ 
7^-tJ:9«WU *BOft^**9 7mg. JR*8 50 



EBPFl 1-1 58149 
1 6 

3%T1#t 0 

[0 044 ] 1 H-NMR (CDCI3, 400MH 
z) : 53. 35(s, 3H) , 4. 03 (s, 3 
H), 4. 05 (s, 3H), 6. 4 2 (d, J = 3. 
2Hz, 1H), 6. 46 (d, J = 5. 1Hz, 1 
H) , 6. 87(dd, J = 2. 7, 11. 2Hz, 1 
H) , 6. 95-7. 00 (m, 1H) , 7. 18- 

7. 23 (m, 2H) , 7. 35-7. 39 (m, 2 
H) , 7. 44 (s, 1H) , 7. 49(s, 1H) , 

8. 24 ( t, J = 8. 8Hz, 1H), 8. 48 
(d, J = 5. 1Hz, 1H) 

®M##fffi (FD-MS, m/z) : 46 5 (M+ ) 
[0045] mm3 N- (2. 4-y7^P7x 
~)V) -N' -{4- f (6, 7-y*h*y-4-* 
yU/^) -2-7/^07x^1 -N-^ 

4- [(6, 7-y7Wy"4~^'J;P)«y] 
-2-7;^n7»'Jy (50 0mg) Jh/l/XV (5 
0ml) . HJX^TSV ( 1 - Om 1 ) dgtilf 
Lfcft. y7nny?y ( 1 . 0ml) SSLtf'J 

tayy(237mgj ^mix5^mmm^Lfz. 

ifctcN- (2, 4-y7;WP7x-yH -N-y^;p 
7^(284mg) tBnxT. 2 ^Sl^mf^ 

Lfc. KiS?g^fi&*MK*^ b y »>A*»«*JDi. 

^on^ju/r-feby (2/1 ) vmffltz>i/*j#y 

)V?n^V7?7 4-iz£mmL. *®0fc£»*:4 
80mg v B¥6 2%-«*fc. 
[0046] 1 H-NMR (CDC 1 3 , 4 OOMH 
z) :^3. 32 (s, 3H) ,4.03(s,3 
H), 4. 04 (s, 3H) , 6. 42 (d, J = 3. 
2Hz, 1H), 6. 47 (d, J = 5. 1Hz, 1 
H) , 6. 89 (dd, J = 2. 7, 11. 5Hz, 1 
H) , 6. 96-7. 06 (m, 3H) , 7. 40- 
7. 4 5 (m, 2H) , 7. 49 (s, 1H), 8. 2 
1 (t, J-8. 8Hz, 1H) , 8. 48 (d, J = 
5. 4Hz, 1H) 

WS**fffl (FD-MS, m/z) : 4 83 (MM 
[0047] mJfeM4 N~ (3, 4-y7;^U7x 
ZJV) -N' - {4- [ (6, 7-yy b^ry-4-^r 
yU;l^) Jf^ry] -2-771/^-pyx^yl/? -N-yf- 

4- [(6, 7-y7Ky-4-^yj^)^y] 
-2-7;^D7-'Jy (80mg) 5rb;kXV (4m 
1Kb UX^TS y ( 0 . 8ml) £»jgft?L£ 
y7nny^y(0. 8m 1 ) fcjgjBLfc b >J*X 
(8 3mg) *Jni_T5^fflMBBffiL3t. iJCfcN 
- (3, 4-y7^n7x^/l/) -N-y^75y 
(43mg) SJiiT. 5*mOS*3afiLL 



1 7 

^uo^A/THrby (8/1 ) 

£74mg. JR*6 l%T»fc. 
[0 048] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 53. 36 (s, 3H) , 4. 05 (s, 3 
H), 4. 07 ( s, 3H) . 6. 4 5 (d, J = 3. 
4Hz, 1H), 6. 52 (d, J = 5. 6Hz, 1 
H) , 6- 91 (dd , J = 2. 7, 11. 2Hz, 
1H) , 6. 97-7. 02 (m, 1H) , 7. 13- 

7. 18(m, 1H), 7. 21-7. 36 (m, 2 
H), 7. 51 (s, 1H) , 7. 58 (s, 1H) , 

8. 25 (t, J = 9. 0Hz, 1H) , 8. 49 
(d, J = 5. 4Hz, 1H) 

SiMKFD-MS, m/z) :483 (M+) 
[00491SKM5 N' - {4- [ (6, 7-^ 
h*>>-4-*JVfr) "^^r y - 2 - x 
)V) -N-x^-N- (4-7)V$uy*~)V) 
T 

4- [(6, 7-y^Ky-4-^7W^y] 
-2-7/M-nT— 1>>- (80mg) £ WPxy ( 5m 
1 ) . b>jxf/PT5y (0. 8m 1 ) fcHaaSffllLfc 
fly7nn^?y(0. 8ml)tMLth»J^ 

-xf-;l/-N- (4-7/WP7x-;W T5y (4 2 
mg) fcjniT. 3^fc3i«aJrt!i3ffiKLfc. RJE*fc 

ait. m^**vm*^wtfc?7*ttJ±x^L 

A/T-fchy (8/1 ) TBSffll-SaEll^y^y^n 
g. JK*5 3%T#fc. 

[00 5 0] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 51. 20 (t, J = 7. 1Hz, 3H) , 3. 
80(q, J = 7. 1Hz, 2H), 4. 04 (s, 
3H), 4. 07 (s, 3H) , 6. 30 (d, J = 
3. 4 Hz, 1H) , 6. 49(d, J = 5. 4Hz, 
1H) , 6. 87 (dd , J = 2. 7, 11. 2H 
z, 1H), 6. 96-7. 00 (m, 1H) , 7. 2 
0-7. 28 (m, 2H) , 7. 32-7. 36 (m, 
2H) ,7. 51(s, 1H) , 7. 55 (s, 1 
H) , 8. 28 (t, J = 9. 0Hz, 1H), 8. 4 
8 (d, J = 5. 4Hz, 1 H) 
fiM#*rfi (FD-MS, m/z) : 479 (M+ ) 

[0051]|jj$feffl6 N- (3, 4-y7Mn7j; 
-AO N * - {4- f (6, 7-^f^-4-^ 
JV)V) -2-7/l/^D7x^l -N-X-f 
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4~ [(6. 7-^*h*5/-4-*yU/P) *W 
-2-7^*n7-'Jy (80mg) Jh;l/Xy (5m 
1 K h »J xf-;l,T5 y ( 0 . 8ml) 
l^DD^y(0. 8ml ) £8fflfLfcHJ*X 
(8 3mg) tjDiT54HBB«teia[tfc. «fcN 

- (3, 4-y'7WD7x-;H -N-xW^y 
(47mg) £Sn;tT. 3fefc2. 5^^JlI^Mg£L 

10 AtssL^, m±fmm^m^Lx%^tttzmi. 
^□□^i/A/r^by (4/1 ) -cgistsawi/!; 

£82mg. Jt2$66%TH^. 
[00 5 2] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : 51. 20 (t, J = 7. 1Hz, 3H) , 3. 
80 (q, J = 7- 1Hz, 2H) , 4. 04 (s, 3 
H) , 4. 06 (s, 3H) f 6. 30 (d, J = 3. 
2Hz, 1H) 6. 48 (d, J = 5. 4Hz, 1 
H> , 6. 8 9- (dd J = 2. 4, 11. 2Hz, 
20 1H), 6. 96-7. 00 (m, 1H), 7. 12- 

7. 16 (m, 1H) , 7. 18-7. 37 (m, 2 
H) , 7. 48 (s, 1H), 7. 50 (s, 1H), 

8. 23 (t, J = 9. 0Hz, 1H) , 8. 48 
(d, J-5. 6Hz, 1H) 

®*ih*r« (FD-MS, m/z) : 497 (M+ ) 
[0 0 53] mtmi7 N- (2, 4-y7/^Q7x 
~)V) -N' - <4- [ (6, 7-y^h^y-4-^ 
>"J^) 2 -7MU7x^l -N->f V 

30 4-[(6, 7-y7Ky-4-^7'J;V)«y] 
-2-7Wn7-'Jy (80mg) S: K^xy (5m 
1 K h 'JxWSy ( 0 . 8ml) OJP^ftlL*: 
a. y7Rn^^y(0. 8ml ) t»BL3thU*x 
(83mg) **i.T5»HM*3BSELfc. ifcfcN 

- (2, 4-y'7WP7x-;l/) -N->fy7nW 
7Sy(48mg) SrJP^T. SfefcSftEIJiaBiaL 

StxfvPT^ajU SKxf;HJi«7^y^ 

40 ?PD»V7tby (4/1 ) TW^Ify'J 

J57mg, «^4 5%T1§*:<, 
[0 0 54] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : 5 1 . 15( d, J-6. 6Hz, 6H) , 
4. 05(s, 3H) , 4. 07 (s, 3H), 4. 8 
6-4. 97 ( m, 1H) , 6. 12 (d, J = 3. 
4Hz, 1 H) , 6. 51 (d, J = 5. 6 Hz, 1 
H) , 6. 87(dd , J = 2. 7, 11. 2Hz, 
1H) , 6. 95-7. 01 (m. 1H) . 7. 03- 
50 7. 1 0 (m, 2H) , 7. 23-7. 36 (m, 1 
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H) , 7. 51 <s, 1H) , 7. 60 (s, 1H) , 
8. 27(t, J = 8. 8Hz, 1H) , 8. 48(d, 
J = 5. 6Hz, 1H) 

(FD-MS, m/z) : 5 1 1 (M+ ) 
[QQ5 5] mM&is N-^y^yu-N- (2,4- 

y7/^Q7x^) -N' - {4- r (6, 7~y* 

4 - [ (6. 7-^h^-4-^yuyp) **^] 

-2-7/Wn7-!iy (80mg) JWI/Xy (4m 10 
1 ) % hUx^T^y (0. 8m 1 ) fcilgSjfflJPLfc 
ft,y^nn^^y(0. 5m 1 ) t»WLfchU*^ 
^>(83mg) £»£T54Ha^SI8SLfc. 3cfcN 
N- (2. 4-y'7WD7x^) T 
(6 2mg) SJni-T. ^^^l^fnHjII^SSL 

yXr^i^nv^^^-fcJ^tSBU ^Bofl:^ 20 
»42mg, «*3 0%"Cftfc. 
[0 0 5 6] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : d 4. 04 (s, 3H) ,4. 05(s, 3 
H), 4. 90 (brs, 2H) , 6. 3 5 (d, J = 
5. 4Hz, 1H), 6. 47 (d, J = 2. 7H 
z, 1H) , 6. 86-6. 94 (m, 2H) , 6. 9 
4-7. 04 (m, 2H) , 7. 04-7. 16 <m, 
1H) , 7. 16-7. 34 (m, 5H) , 7. 46 
(s, 1H) , 7. 50 (s, 1H) , 8. 28 ( t, 
J = 9. OHz, 1H), 8. 49 (d, J = 5. 4H 30 
z, 1H) 

MRftttm (FD-MS, m/z) : 5 59 (M+ ) 
[0 0 5 7] mMM9 N- (2-;pp^yy;l/) 

N- (2, 4-y7MP7x^) -N' - {4- 
[ (6, 7-^ b^r^— 4-^y'J;P) -2 

-7WP7x^/i/> *yUT 

2, A-V7)V*UT~V> <5 16mg) . 2~9u 
u\yXT;l/ft M562mg) ^SMBLfc* * J- 

/MlOml) ^KlKv^^y^A (9 63mg) fc^ 

mmm&nTL. msre-mmifz* *^t**^* 40 
^mthw& (4 54m g ) £Mt* m&Tsmmm 

-fctiOv N— (2-?oo^yy;V) — N— (2, 
4-y7Wn7x-/W T5y*2 5 2mgf|fc 0 4 

- [ (6, 7-^h*^-4-*yy;io **y] - 

2-7^*nr-U> ( 1 26mg) * Wl/xy ( 1 0 
ml)> U X^TS > ( 1 m 1 ) £»&»L£ 

ft. M^y7on^^y«L)t h U^xyy ( l 
3 1 m g ) ZtolT Sftmm&fiLLt:. ifcfc. ±T1# 50 
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feflfcN- (2-;ud^/H — N— (2, 4-^' 
7WD7x^) T5> ( 122mg) £JD£T. 3 
£>fc:i O^ISBiSBSaffiLfc. RMc&WKS^*^ 
y^ATK^^fe. ?on*;UATlftilJU ?po* 

( 5/1 ) rl^y'J*^n7b/77^-C 

[0 0 58] 1 H-NMR (CDC 1 3 , 4 OOMH 
z) : 83. 92 (s, 3H) ,3. 95 (s, 3 
H), 4. 9 5 (s, 2H) , 6. 5 5 (d, J = 5. 
4Hz, 1H), 7. 05-7. 12(m, 2H) , 
7. 22-7. 40 <m, 6H) , 7. 41 (s, 1 
H) , 7. 47 (s, 1H) , 7. 50-7. 54 
<m, 2H) , 8. 13(s, 1H), 8. 52(d, 
J = 5. 4Hz, 1H) 

WSftVtiS. (FD-MS, m/z ) : 593 (M+ ) 
[ 0 0 5*9 ] %hkffll 0 - N- (4-^DP^y» 
-N- (2, 4-y7JM-Q7x— AO — N ' - < 4 - 
[(6, 7-y*h*^-4-3VyA0 -2 
-7^Q7x^l/> *>i^t 

2, 4-y7Wn7^'Jy (0. 39ml), 4~? 
uu^yXT/l/ft K (544mg) £j»tffUt;*:?y 
-;M8ml) (929mg)t^ 

*#T*5Hfc**>S^ MJ ( 4 4 1 mg ) SrJni.. 
£fflT3BHa»FL;fc. RB»t**lni. BBx*^ 
TttlBU ilTk^^hy^AT^SU^ MffiT^E 
£S*LT#£*ufc«3S. by ( 1 0 

0/1) T'S^^^y^^^ovb^y^-^J: 
OftSU N- (4-?oo^yy» -N- (2, 
4-y'7Wo7x^) 7Sy^500mg, JR*5 
4- [ (6, 7-y7Ky~4^/'J 
AO ttis~\ -2-7/^7-^ (80mg) £ h 
;|/xy(5ml). MJXf;k7Sy(0. 8ml)C 
MML£f£. y^on^^y (0. 8m 1 ) izmM 
Lth>J*Xir>(83mg) £Jn£T5#MB!^E 
Lfco SC±Tf§iWifcN- (4-?nn^yy» - 
N- (2, 4-y7WP7x^) (7 6m 

g) zmtx. z^zmmmmszLK. bumttb 

T^Yy (4/1) -CSBM-saEB^y^y^avh 
^7-f-fcJ;")»«U ^4>fc£ft*5 8mg. JR 

*3 9%r^>t. 

[0060] 1 H-NMR (CDC 1 3 , 400MH 
z) : $4. 04 (s, 3H) , 4. 05 ( s, 3 
H) , 4. 86 (brs, 2H) , 6- 33 (d, J=- 
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3. 4Hz, 1H), 6. 47 (d , J = 5. 1H 
z, 1H) . 6. 86-7. 04 (m, 4H) , 7. 
07-7. 14(m, 1H) , 7. 19-7. 30 
(m, 4H) , 7. 47 ( s , 1H),7.49( 
s , 1H), 8. 25 (d, J = 8. 8Hz, 1 
H) , 8. 49 (d, J = 5. 1Hz, 1H) 
Ifg^ffil (FD-MS, m/z) : 5 93 (M+ ) 

[0 06 1] mmmi 1 n' - (2. 4-^7^0 

7x^) -N- {4- [ (6, 7-y^h^rX~4- 

N- {4- [ (6, 7-x*b*S'-4-*yyyl') * 
-2-7WtJ7x-;H -N-^f-;PT$y 

( 6 4 m g ) * Wkxy (6ml) t JnSBaiBLfca. 
2, 4-y7W07x»/K V^T^-h (0.1m 

1 ) £in£T 8 04H3»tiRSS[ Ufc. SUmi^^y 
/T±V>/i?9X3U*9y (4/3/1 ) T*K§rf* 

9 5 m g , IK$ 1 :■ OO %^W^ 
[0 0 6 2] 1 H-NMR ( CDC 1 3 , 400MH 
z) : 33. 35 (s, 3H) , 4. 04 (s ( 3 
H), 4. 07 ( s, 3H) , 6. 32 (d, J = 2. 
9Hz, 1H), 6. 66 (d, J = 5. 4 Hz, 1 

H) f 6. 75-6. 89 (m, 2H) , 7. 06- 

7. 1 3 (m, 2H), 7. 44 (s, 1H) P 7. 4 
8(s, 1H), 7. 44-7. 5 0 (m. 1H) , 

8. 05-8. 13 (m, 1H) , 8. 60 (d, J = 
5. 1Hz, 1H) 

Wftftffll (FD-MS, m/z) :483 (MM 
[00631 jatW!2 N' - (2, 4-y7^P 
7x-/P) -N- {A- [ (6, 7-y^mr^-4- 
=fr>"JjW ^3^1 -2-7^P7i^} -N-X 

N- {4 - [ (6, 7-^Ky-4-^yW 4" 
3r>0 2 - 7Wl77x-iH -N-xf/I/T^y 
(80mg) Jf/l/xy(7ml) CMBHS*Lfc«. 
2, 4 - y7Wn7x-M V y7t- h (0.1m 

I ) *2wiT17eBKBBBffiS[Lfc. RiSi^^r^// 
7*hy/^oo^?y (4/3/1 ) rSRhr^ 

%£3 6mg. «*3 2%?#Jfc. 
[0 0 64] 1 H-NMR (CDCh, 4 0 0MH 
z) : 1. 22 (t, J = 7. 1Hz, 3H) , 3. 
80 (q, J = 7. 1Hz, 2H), 4. 03(s, 3 
H), 4. 07 (s, 3H) , 6. 24 (d, J = 2. 
9Hz, 1H), 6. 65 (d, J = 5. 1Hz, 1 
H) , 6. 73-6. 87 (m, 2H) , 7. 0 7- 

7. 13(m, 2H), 7. 43 (s, 1H), 7. 4 
5 (s, 1H) , 7. 42-7. 4 6 <m, 1H) , 

8. 05-8. 13(m, 1H), 8. 59 (d, J = 
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5. 1Hz, 1H) 

^fi##rfi (FD-MS, m/z) : 4 97 <M+ ) 
[0065] mmi 3 N- {4- [ (6. 7-S/X 
h^fy-4-^7 1 J^)^y] -2~7;l/^U7x^ 
)V) -N' - (4-7/^P7x^) N, N' -y 

N-<4-[(6, 7-y>Ky-4-+yW* 
3ry] -2-7MP7x-iH -N' - (4~7^ 
P7x^)^I/7(289mg) JN, N-y\X^ 
10 *;W,75 K (2ml ) fcjfflKU 0'Cfc Lfcftfc** 
fttMJW(60wt%, 2 3mg) £Jn;tTMfflT' 
l«Lt 0 *fc3*ffc*f-JM0. 0 38ml) 

*lfc«3£. ;pp*W^^/^ (50/l)t 
iitSiIy , J*WP7h/77 DUS 
L, affl<0fc£»£ 1 Olmg, «*7 3%T»fc. 
[006 6] 1 H-NMR (CDC 1 3 > 4 0 0MH 
20 z):S3.20(s,3H),3. 24 (s, 3 
H) , 4. 04 (s, 3H), 4. 06 (s, 3H), 

6. 32(d, J = 5. 1Hz, 1H) , 6. 65- 
6. 76 (m, 2H) , 6. 87-6. 98 (m, 5 
H), 7. 44 <s f 1H) , 7. 44(s, 1H) , 
8. 56 (d, J = 5. 4Hz, 1H) 
«*»«f« (FD-MS, m/z) : 4 79 (MM 

[0067] HitWl4 N- (2, 4-y7/^P7 
x-/l/) — N' - {4- [ (6, 7-y*b3ry-4- 
^yy;k) -2-7^P7x^l -N, 

30 N' -y^-fol^T 

N— (2, 4-y'7WP7x^) -N' - {4- 
[(6, 7-y7Ky-4-^y»JW -2 
-7;KP7x^l/} *>I/T ( 1 93mg) *N, N- 
y7f M;^75 K (2ml ) fcifflBU O'CfcUfc 
mzjm\YjrY*)*7& (60wt%, 31mg)^jDi. 

T^ffiT* l B^J9i¥ Lfc* ifcfcn *>C* f;K0. 04 
8m 1 ) 2rJHi.T. 3 1 0#HM# Lfc. R 

40 LTfSfe*ufc»3£. ?np*;^^y^ ( 5 0 

/ 1 ) vmm-mm ^u#yMn7^57Y -t 

iOttSU ^<7Ht^tt^7 5mg. «#7 8%T» 

[0068] 1 H-NMR (CDC 1 3 , 400MH 
z) : &3. 18 (s, 3H) , 3. 20 (s, 3 
H) , 4. 06 (s, 3H) , 4. 08 (s, 3H) , 
6. 40 (d, J = 5. 6Hz, 1H) , 6. 6 3- 
6. 81 (m, 4H) , 6. 96-7. 05 (m, 2 
H) , 7. 45 (s, 1H) , 7. 54 (s, 1H) , 
50 8. 56 (d, J = 5. 4Hz, 1H) 



(13) 
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HS##Tffi(FD-MS, m/z) : 497 (M+ ) 

[QQ691 mmmi5 n- u- [ (6, 7-^ 

JH -N, N' -yX-f^-N' - (4-7/W7X 

N- {4 - [ (6, 7-> ? *h*>'-4-*yy;l') * 
-2-7WU7x^H -N' - (A-7)V* 
P7x"^)')l/r(37mg)jN I N-vjrtf-JMi 
;I/A75 H(lml) fcjfflfU Ort LfcftC**fc 
fh'JW(60wt%, 1 3mg) iMz.T'gSrCl 
Lfc. &£3*Mbx?^ { 2 0 jw 1 ) 

353 ?nn*U/^?/^ (50/1) TKHN 
& U n v h ^ y a -fc J: 0 fllf t . 

[0 0 7 0] i H — N MR (CDC 1 3 , 4 0 0MH 
z ) : d 1 . 13-1 1 9- ( m, &U) , 3 . 5 8- 
3. 69(m, 4H) , 4. 05 (s, 3H), 4. 0 
6 (s, 3H) , 6. 35 (d, J = 5. 4Hz, 1 
H) , 6. 65-6. 73 (m, 2H), 6- 80- 
6. 90 (m, 5H), 7. 44 (s, 1H), 7. 4 
5(s, 1H), 8. 57(d, J = 5. 1Hz, 1 
H) 

WRftVim (FD-MS, m/z) : 507 <M+ ) 
[00711 mmiS N- (2. 4-y7/^P7 
x-7P) -N T - {4- [ (6, 7-yj*Hr>— 4- 

^yy;p) -2-7;^P7x^l - n, 



*Bm 1" 
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N' 



N- (2, 4-y7;WU7x-;k) -N' - \4~ 

[(6, 7 -so* h^-4-^yy^) -2 

~7;Wn7x-;W^r(100mg)5:N > N- 
5^*;WvW*7$ K (2m 1 ) fciffiBU 0°Ct Ltz 
ffiZ*mi£fhV*?J* (60wt%, 15mg)^jDi 
T^fflT- l^^ja#Lf^ &£3*>fl:xf-;I/ ( 5 1 jut 
1 ) £Jn;tT. 3 t^fiT'l 5^^JgffL^. KfiM 
MxiM/^aiU Bf«pc^j§5;gk(a 

y (5/1 ) tS^y'J*^n7h/77 >f- 
ftliOSWU ^<^fcm£66mg. JR*6 0%T 

[00 7 2] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) :S1. 12-1. 19(m, 6H), 3. 56 
-3. 64(m, 4H), 4. 05 (s, 3H), 4. 
07 (s, 3H) , 6. 41 (d, J = 5. 4Hz, 1 
H) , 6. 64-6. 77 (m, 4H) , 6. 88- 
6. 9 4 (m, 2H), 7. 4 5 (s, 1H) , 7. 4 
9 (s, 1H), 8. 57 (d, J = 5. 4Hz, 1 



H) 

MMftVrm (FD-MS, m/z) : 52 5 (MM 
[0 0 73] mmmi 7 N- (3, 4-y7WP7 
.t. -";!/) -N' - {4- r (6, 7-^b^y-4- 
*S*J)U) :fr^1 -2-7;^P7x-;H - N, 
N' "yXWl/7 

N- (3, 4-y7;W07x-iM — N ' - {4- 
[(6, 7-^h^r>—4-^y»J;U) -2 
-7WP7x-;l/| *>P-T ( 1 1 Omg) £N, N- 
10 y^f;^^A7$ M2ml) tifflJU O^Ct L£ 
fi^Sfl^MJ^A (60wt%, 2 5mg) 2rju£ 
T^Stri 04HSI«FLfco ^3^ftxf-;K6 0ju 
1 ) 2rJP^-C. 3^>t^T'2 0^^1iffL^o SJEJK 
fc*£Jn;t. If^x^TlfcKU BHgx^/I^ffift 

(1/1) -ciiitrsaw^uAy^ovb^^^ 

TUfc. 

20 [0 074] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) 10-1. 18(m, 6H) , 3. 57- 

3. 65 (m, 4H) , 4. 02 (s, 3H) , 4. 0 
5(s, 3H), 6. 34 (d f J = 5. 4Hz, 1 
H) , 6. 58-6. 74 (m, 4H) , 6. 83- 
6. 89 (m, 1H) , 6. 91-7. 00 (m, 1 
H) , 7. 42(s, 1H), 7. 50 (s, 1H) . 
8. 55 (d, J = 5. 1Hz, 1H) 
n&Mftm (FD-MS, m/z) : 52 5 (M+ ) 
[007 5] mmi 8 N- (2, 4-y7^P7 
(4- r (6. 7-y*h*5/-4 



30 x~;k) — N' 



4- [(6, 7-y^Ky-4-^7»J;l/)ffy] 
"2-^7-»jy (200mg) ^h;pxy ( 1 0 
ml). Kyx^TSV (2ml) t^liSflfflWLfc 
ft,y?PO^(0. 5ml ) fc«f(PLfcMJ*X 

yy(2iimg) ^jn^T siHaasssau^ *t 

N-(2, 4-y'7WP7x-;l/) -N-^WS 
y(277mg) £Jn;tT. 3^(cl^!jllSSaSEL 

PP^A/7thy (2/1 ) T-raJtS^yXr^ 
^nvb^^y^^fciOMSL. *»0ft^ft*2 4 
7m g. JR*8 2%r«fc. 

[0 076] 1 H-NMR (CDC 1 3 , 400 MH 
z) : ^2. 02 (s, 3H) , 3. 32 ( s, 3 
H) , 4. 05(s, 3H), 4. 07(s, 3H), 
5. 96(s, 1H) , 6. 49 (d, J = 5. 6H 
50 z,lH),6. 94-6. 96 (m, 1H),7. 0 
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1-7. 09 (m, 3H) , 7. 4 2-7. 49 (m, 
1H), 7. 55 (s, 1H) , 7. 58 (s, 1 
H) , 7. 86(d, J = 8. 8Hz, 1H) , 8. 4 
5 (d, J = 5. 6Hz, 1H) 
MMftVm (FD-MS, m/z) : 4 79 (M + ) 
[0077]HftL9 N- (3, 4-y7^P7 
x-AO -N' - {4- r (6, 7-y*h*>'-4- 

4- [(6, 7-z/*Y*$/-A-*/V)V) **y] 
(80mg) Jh^X> (4m 
1 ) . byx-WSV (0. 8m I ) KM!9S»Lfc 

ir>(84mg) ^Un^T5*fSJlI^££Lfc. fcfc. 
N- (3, 4-i/?)V$Xi7^~)V) -N-X+frT 
(40mg) fcftHiT. $6(Cl«fiaM!asEL 

2:. ?nu*;bA/7-tehy (3/1) "CSB&TS^U 

J78mg, JR*6 3%Tf§fco 

[0 078] 1 H-NMR ( CDC 1 3 , 4 0 0MH 
z) : S 2.01 (s, 3H) , 3.36 (s, 3H) , 
4. 0 5 (s, 3H), 4. 07(s, 3H) , 6- 0 
5 (s.lH) , 6. 4 8 (d, J = 5- 4 Hz, 1 
H) , 6. 95 (d,J=2. 7Hz, 1H) , 7. 03 

(dd, J = 2. 7, 8. 5Hz,lH), 7. 10- 
7. 4 0 (m, 3H), 7. 55 (s, 1H), 7. 5 
6(s, 1H), 7. 89 (d, J -8. 8Hz, 1 
H) , 8. 45 (d, J = 5. 6Hz, 1H) 
H»#WB (FD-MS, m/z) : 4 79 (M + ) 

[0 0 791 mmm20 N- (4-7/^D7x^ 
fl^) N' {4- [ (6, 7-y*b*y-4-3V 

U;P) -2-^f;P7x^i/} -N-x-;-;w> 

kZ 

4- [(6, 7-Wb^-4-^/»J^)^] 

(93mg) (iom 

1Kb »Jxf-^7$ y (1ml) tMBSWLfca. 

'J^cD^PvvJfyttzmMLfzhV^xyy (9 8m 
g) ^Jn^T5^HJ^ftMcgb^ 0 ifcC. N-X^k- 
N— (4-7Wn7x-;H T^y ( 50mg) £Sn 

xt. s6fc8eiaiiiaBraLfc. 

un^Ag^teTkiSMv^S/^AT^L/vr. «EE 
by (5/1) TBBti^y*y^n^b^57^ 

[0 080] 1 H-NMR (CDC 1 3 , 4 0 0MH 
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z) : 1. 07 (t, J = 7. 1Hz, 3H),2. 
07 (s, 3H), 3. 68 (q. J = 7. 1Hz, 2 
H) , 3. 92(s, 3H), 3. 9 4 (s, 3H), 

6. 42 (d, J = 5. 4Hz, 1H) , 7. 0 0- 

7. 07 (m, 2H), 7. 21 (s, 1H) , 7. 2 
7-7. 46(m, 5H), 7. 48(s, 1H) , 

8. 47 (d, J = 5. 1Hz, 1H) 
W&tiffim (FD-MS, m/z) : 47 5 (M+ ) 

[0 081 ] 1 N- (2, 4-y7;^P7 

10 x^lO N * - {4- r (6. 7-y*b*^-4- 

3- 7 :t*yi -2~^f/l/7j,::;l/) -N-xf 

4- [(6, 7™y7Ky-4-^yy^)^y] 
-2-^f^7~yy ( 1 OOmg) £b;Wxy (8m 

1 K b uxf^r 5 y ( 1 m 1 ) idtfRfllBLfcfiL 

y^PP^^V (1ml ) fc»»Lfcb>J*xyy (1 
05mg) ^JOiTS^HftSBffiKLfc. <KfcN- 
(2, 4-y'7WP7x^) -N -XW$y 
(6 0mg) fcJoiT-. S6C13eHJnaSffiKLfc. 

20 ssstttStKR^-*- b y ^ Jnx. . Btffix 

p*^V7-bby ( 5/1 ) TBaB^-*WH^yxry 
;^pvh/77^CJ:01IL. i^<Ofl:#f$5£7 
Omg, «*44%TH)t. 

[0 082] 1 H-NMR ( CDC 1 3 , 400 MH 
z) : SI. 12(t, J = 7. 1Hz, 3H), 1. 
92 (s, 3H), 3. 71 (q, J = 7. 1Hz, 2 
H), 3. 97(s, 3H), 3. 98(s, 3H), 
30 5. 79(s, 1H) , 6. 38 (d, J = 5.4H 
z, 1H) , 6. 86 (d, J = 2. 7Hz, 1H), 
6. 92-7. 03 (m, 3H) , 7. 30-7. 38 
(m, 1H), 7. 40(s, 1H), 7. 47(s, 
1H), 7. 78 (d, J = 8. 8Hz, 1H), 8. 
38 (d, J = 5. 4Hz, 1H) 
WMftViM (FD-MS, m/z) : 4 93 (M+ ) 
[0083] g8ifefll22 N' - (2, 4-"Jy)U^u 
7x^) -N- {4- r (6, 7-y^b^ry-4- 

^yy;k) -2-^f;i/7x^i -n-j*-?- 

40 

n-u-[(6, 7-^h^/-4-^yy;i/) * 
^y] -2-/fr;j^/H -N-^f^75y (8 
Omg ) £ b/bxy ( 8m 1 ) fcMHB*Lfcft. 2 , 
4-y7WP7x^HVy7t-b (4 0m 1 ) £ 
iP^T 5#faMKl^ Lfc. RfE?K£^^y/T-fe b 
y/y'?nn^y (4/3/1 ) TBSStivVXy 
A^o^b^^-fciOfSRU SH<Oft^**l 
07mg, JR*90%TH^. 
[0084] 1 H-NMR (CDC 1 3 , 400MH 
50 x) :S2. 35 (s, 3H) , 3. 32 (s, 3 
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H) , 4. 06 (s, 3H), 4. 08 (s, 3H) , 
6. 17(s, 1H), 6. 58(d, 3 = 5. 4H 
z, 1H), 6. 74-6. 89 (m, 2H) , 7. 1 
4-7. 23 (m, 2H) , 7. 40 (d, J = 8. 3 
Hz, 1H) , 7. 53 (s, 1H) , 7. 55 (s, 
1H) , 8. 0 6-8. 14 (m, 1H) , 8. 5 6 
(d, J = 5. 4Hz, 1H) 

SitiMfrtl (FD-MS, m/z) : 4 79 (M+ ) 
[0 0 8 5] ^#12 3 N— ( 2, 4-y?;^P7 
N * - {4- [ (6, 7-y^h4rx-4- 
*JV)V) -2-^f-yP7x^P> — N, N' 

N- (2, A-is? )\s*U7 x.~)V) -N' - {4 - 
[(6, 7-yVh^-4-4fyy^) -2 
-^7i-;K^T(5 2mg)^N, N-zs* 
fvl^^ATS b'dml )«»L, 0T!fc tfc«K: 
*Mthy^(60wt%, 18mg)£jD;tT^ 
aTlBSSBBfLfc. &4C3^fcx^ (27a1 ) £ 

22\ ^nn^A/^^y^ (5 0/1) T«t 

S^fcl^£4 6mg. JR^7 9%T» fc. 
[0 0 8 6] 1 H-NMR (CDC 1 3 , 400MH 
z) : SI. 05-1. 25 (m, 6H) , 2. 10 
(s, 3H) , 3. 40-3. 8 0 (m, 4H) , 4. 
05(s, 3H) , 4. 06 (s, 3H) , 6. 38 
(d, J = 5. 4Hz, 1H) , 6. 60-6. 92 
(m, 6H) , 7. 45(s, 1H), 7. 50 (s, 
1H), 8. 54 (d, J = 5. 1Hz, 1H) 
eS#flf« (FD-MS, m/z) : 52 1 (M + ) 
[0 0 8 7] ^jfeff)24 N- (2, 4-y7/^P7 
1^) -N' - <4- [ (6, l-i?Xh*is-A- 

4- [ (6, 7-z/*Y**/-A-*tJVlV) *^^] 
(40mg) * WKry ( 5m 

I ) iztmmmttzm. 2, 4-y7Wn7x^;H 
y^r^b (30jui ) sjoiTi. s^mms 

r^ta»L. ^t3J27mg, IR^4 7 

[00 88] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 53. 88 (s, 3H) , 4. 07 (s, 3 
H) , 4. 08 ( s, 3H), 6. 5 6 (d, 3=5. 
6Hz, 1H) , 6. 75 (d, J = 2. 7Hz, 1 
H) , 6. 79-6. 95 (m, 4H) , 7. 22- 
7.29 (m, 1H) , 7. 58 (s, 1H) , 7. 5 
5(brs, 1H), 8. 00-8. 08 (m, 1 
H) , 8. 22 (d, J = 8- 8Hz, 1H) , 8. 4 
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8 (d. J-5. 9Hz, 1H) 
ftft##fffi (FD-MS, m/z) : 481 (M+ ) 
[0089] mkM2 5 N' - {4- [ (6, 1 -i/ 
XY*z/-A-*tJV)V) -2-* b5-y7x 

~N (4-7^P7x^) -N-^f-;^ 

4- [(6, 7-5^* h*^-4-*yy;W 
-2-^h^yr-»Jy (80mg) J^xy(5m 
1 ) ^ hUxf^TSy (0. 8m 1 ) fc*S»SJBLfc 

10 ft. y7nn^^y(o. 8m 1 ) fcjgSLfcby** 
y>(8 3mg) *JfliT5»a*gBlSEU3t. ifcCN 

- (4-7Wn7x^) — n -^-M-r^y (3 

8mg) 2:Jd;lT. SfetS^HMSffiSLfc. SJfSR 

fc«a«ifc**^ h y 9 jn*. . BHftxf^-c 

A/THrhy (8/1 ) TBI9t69Wi^y*y/^o 

20 [0090] 1 H-NMR (CDC 1 3 , 400 MH 
z) : &3. 35 (s, 3H) , 3. 65 (s, 3 
H), 4. 05(s, 3H), 4. 06 (s, 3H), 

6. 46 (d, J = 5- 6Hz, 1H) , 6. 62 
(d, 3 = 2. 4Hz, 1H), 6. 79(dd , J 

-2. 7, 9. OHz, 1H) , 6. 89 ( s, 1 
H) , 7- 17-7. 22 (m, 2H) , 7. 35- 

7. 38(m, 2H), 7. 4 9 (s, 1H), 7. 5 
5 (s, 1H), 8. 28 (d, J = 8. 8Hz, 1 
H), 8. 46 (d, 3 = 5. 4 Hz, 1H) 

30 fiS^tfrfi (FD-MS, m/z) : 47 7 (M+ ) 
[0091]gfi£H2 J 6 N- (2, 4-y7^P7 
x^l/) — N' -{4- r (6, 7-y>*Hry-4- 

4- [(6, 7-i^ h^-4-^r>/y;P) 
-2-^h^^T— yy (75mg) Jh^xy ( 1 0 

mi). hyx^r$y(o. 5mi ) tzmsmt 
^no^^y (0. 5ml ) IdBUfUfch-y* 
^>(6 5mg) SrJni-CB^RBieSiaLfc. & 
40 fc. N- (2, 4~y7Mn7x^) -N-^A- 
7^y (6 9mg) SrJnxT. ^^(clWIBIMiBnKL 

siE?stcffift^®**tby^A*^?g^iiii.. » 

on*;PA/7^ h V ( 2 / 1 ) TggffT & y'JA ^1/ 
^nvh^y^-tclO^L. SHtf>fc£ft*8 3 

[0 09 2] 1 H-NMR (CDC I3 , 400 MH 
z) : S3. 36 (s, 3H) , 3. 70 ( s, 3 
50 H) , 4. 05 (s, 3H) , 4. 07 (s, 3H) , 
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6. 49 (d, J = 5. 6Hz, 1H) , 6. 6 4 
(d, J = 2. 4Hz, 1H) , 6. 80 (dd, J = 
2. 4, 8. 8Hz, 1H) , 6. 94 ( s, 1H), 

7. 10-7. 18 (m, 1H) , 7. 20-7. 34 
(m, 2H), 7. 56 (s, 1H), 7. 56(s, 
1H) , 8. 26 (d, J = 8. 8Hz, 1H) , 8. 
46 (d F J = 5. 6Hz, 1H) 
S**Wit (FD-MS, m/z) : 4 9 5 (M+ ) 

COO 9 33 jgjjfefl[2 7 N- (3. 4-y7;^P7 
-N' - U - T (6. 7-y*Hfry-4- 

4- [(6, 7-^h^-4-^y | J;p) 

"2-7tKyT-'Jy (80mg) £ WPxy (5m 

l ) . y\)3L+)VT*> (0. 8m l ) fcJi^jgBLfc 

a,y7OD^^(0. 8m 1 ) ItZmffiLtlbVXX 
yy(83mg) *^T5^ffltW»aaLfc. ifcfcN 

- (3, 4-y7/l/tQ7x-/l/) --N-^WSy 

(43mg) ^in^r. -■■*^fe7BaawffiK-ufc 5 -s 

*;PA/7-trb> (8/1 ) TSfflW-saW^U*^ 

[0 0 94] 1 H-NMR (CDC 1 3 , 400 MH 
z) : S3. 36 (s, 3H) ,3.70(s,3 
H) , 4. 06(s, 3H) , 4. 07 (s, 3H) , 

6. 49 (d, J = 5. 6Hz, 1H) , 6. 64 
(d, J = 2. 4Hz, 1H) , 6. 80 (dd , J 

-2. 4, 8. 8Hz, 1H) , 6. 94 (s, 1 
H) , 7. 14-7. 18 (m, 1H) , 7. 22- 

7. 29 (m, 2H) , 7. 56 (s, 2H) , 8. 2 
6 (d, J = 8. 8Hz, 1H) , 8. 46 (d, J = 
5. 6Hz, 1H) 

IIMKFD-MS, m/z) :495 (MM 
[0095]^ffiffl28 N' ~ U- r (6. 1 -V 
^h^^-4-^y'J^) sfrfry] -2-^Hy7x 
— ;U -N-Xf-yk-N- (4-7/^P7x^) ^ 

4- [(6, 7-y7Ky"4-^7U;l/)«y] 
-2-*h*i<'T-V> (80mg) Jb;Pxy ( 1 0 
m 1 ) . h iJxf^TSy (2ml) fcHBSBWLfc 
fly7nn^^y(0. 5m 1 ) fcMIUfcb U *X 

yy(80mg) **iT5fl«Msaa[Lfc. acfc^ 

^nn^?y(0. 5ml) tIML^N-xf;KN 

- (4-7Wn7x«;H T^y ( 5 lmg) £Jnx. 
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*;bA/r^hy (2/1 ) TSBtiaPB^U*^ 
y-uvhy^^-tJ^fffMU fa»0fl;£**7 5 

[0096] 1 H-NMR (CDC 1 3 , 400MH 
z) : dl. 19 (t, J = 7. 1Hz, 3H) , 3. 
63 (s, 3H) , 3. 81 (q, J = 7. 1Hz, 2 
H) , 4. 04(s. 3H) , 4. 0 5 (s, 3H) , 

6. 44 (d, J = 5. 4Hz, 1H) , 6. 60 
10 (d, J = 2.7Hz,lH),6.74(s, 1 

H) , 6. 7 9 (dd, J = 2. 7, 8. 8Hz, 1 
H) , 7. 18-7. 24. (m, 2H) , 7. 31- 

7. 36 (m, 2H) , 7. 47 (s f 1H), 7. 5 
5(s, 1H), 8. 28(d, J -8. 8 Hz, 1 
H) , 8. 4 5 (d P J = 5. 4Hz, 1H) 

(FD-MS, m/z ) : 49 1 (M + ) 
[0 097] mmM2 9 N- (3, 4-y7;^P7 
*:~>l) -N' - {4- r (6. 7-y*b*y-4- 
^U^K^4ry1 -2^b^ry7x^M -N-x 

20 ^o^r 

4- [(6, 7-y7Ry-4-^yW)«y] 
-2-^Ky7-»J^ (80mg) Jh^XV ( 1 0 
ml), h yxf^TSV (2ml) £Jn^»U: 
ft,y?on^y(0. 5ml ) fcjffifLfcby*X 
yy(80mg) £*£T54Haft«KMLfc. WtZi? 
^nn^^y (0. 5ml ) [;»UN~ (3,4- 
y'7;Wn7x-/H -N-Xf-;l/T5> (58mg) 
£JD;LT. S6C183B[M9BSUfc. RlK«t«« 

30 t . i^^Ji*^ift«*Tftv \ m*mtr h y 
^nn^A/7^hy(2/i ) vmmtmm 

yy*y^nvh^57-f-tJ:DffllL. ^<^t 
^50mg, JR*4 0%T#3to 
[0 0 98] i H-NMR (CDC 1 3 , 4 0 0MH 
z) :S2. 0 0 (t , J = 7. 1Hz, 3H) , 3. 
67(s, 3H), 3. 80(q, J = 7. 1Hz, 2 
H), 4. 05(s, 3H), 4. 06 (s, 3H), 

6. 45 (d, J = 5. 4Hz, 1H) , 6. 63 
40 (d, J = 2. 4Hz, 1H), 6. 77 (s, 1 

H) , 6. 79 (dd, J = 2. 4, 8. 8Hz, 1 
H) , 7. 10-7. 15 (m, 1H), 7. 19- 

7. 23 (m, 1H) , 7. 27-7. 35 (m, 1 
H), 7. 47(s, 1H), 7. 55 (s, 1H), 

8. 24 (d, J -8. 8Hz, 1H), 8. 46 
(d, J=5. 4Hz, 1H) 

Sftfrfffl (FD-MS, m/z) : 5 09 (M+ ) 
[0 099] g3fcH3 0 N' - (2, 4-y7^P 
7x::/l/) -N- {4- r (6, 7-y*h*y-4- 
50 ^yy;b) 7x-/l/| -N-Xf^»l/7 



3 1 

N — { 4 — [ ( 6 , 7-^h^-4-^JVJV) * 
*zs] 7x^;l/) -N-xf;|/7$y (35mg) £h 
;Pxy (5ml ) teWft»i»L3ta. 2, 4-£/7;M" 
07x^HVy7t-h (30/*l) £iII*.T2Bi£ia 

(8/1) TS»TSaW^U*y^nvh^ 

6 9%TH£. 

[0 10 0] 1 H-NMR ( CDC 1 3 , 4 00 MH 
z) : 5 1. 23 (t, J=7. 1Hz, 3H) , 3. 8 
4 (q, J =7. 1Hz, 2H) , 4. 06 (s, 3H) , 
4. 07(s, 3H) , 6. 24 (d, J = 2. 9H 
z, 1H), 6. 57 (d, J = 5. 1Hz, 1H), 
6. 73-6. 89 (m, 2H), 7. 33 (d, J = 
8. 8Hz, 2H) , 7. 43 (d, J=8. 8Hz, 
2H) , 7. 49 (s, 1H) , 7. 53 (s, 1 
H) , 8. 08-8. 16 (m, 1H) , 8. 45 

(d, J = 2. 8Hz,-lH)-- 
aS^*f« (FD-MS, m/z) : 4 7 9 ( M 1 > 

[0 10 1] B^ffll 6, 7-y^h^ry-4-^y 

py 

2' -T5/-4 ' , 5' -^h^r^T-feb^jiyy 
(300mg) Crh7hHn77y (6m 1 ) fcjni. 
*#U 2**1*7- b (250mg) 

OiHSHBFLfc. *vvc*«x?7k ( 0 . 5m l ) £Jn 
X.T 1 5 04HfflBf Lfc. RIKKfc* (3ml) £Jn;t 
3 0#H»ffLfc8L 10%i^Bg*SDi^t^ft^* 
j£L£„ T7^~u~bTim^£rJKU * (3ml 
X2> TiEfrLfcSL y'J*W7A^D7b/77 

-f -rB»Lrg®ofc£»£ 3 1 o m g . jr*9 8% 

[0 10 2] 1 H-NMR (DMSO-de , 40 0M 
Hz) : 53. 82(s, 3H), 3. 86 (s, 3 
H) , 5. 94(d, J = 7. 3Hz, 1H), 6. 9 
6 (s, 1H) , 7. 44 (s, 1H) , 7. 76 

(d, J = 7. 3Hz, 1H) , 11. 52 (s, 1 
H) 

Sft^ffffi (FD-MS, m/z) : 205 (M+ ) 
[Q103l ffieW2 4-^PP~6. 7-y*Hr 

6, 7-y7Ky-4-Vo^(4 0. 0g)£h 

;i/xy (4 0 0m l ) te&n£. ?b7vT 

X9-9b7vTW\-L. ^^mV)> (2 5m 1 ) 
£Jd£. 2. 5eH*iHiBiEtfc. *i£mfflU 10 
%m^Ml. SffLfc. 4HKn-hTaEU *B 

*HtJWc ( 1 0 0m l ) fc* 
( 1 0 0 g ) fcjni. 1 0%*§Ht^ U *A*»»£ 
Jp£T. 0. Ofci^Lfco ?no*OMf 
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y-CttaiU £frfft&&* (300m 1 , 2 0 0ml )? 

fc£ft£33. 0 7g. JR*8 3%T»fc. 
1 H-NMR (CDC 1 3 , 5 0 0MHz) : 54. 0 
5 ( s, 3H), 4. 07(s, 3H) , 7. 36 
(d, J = 4. 9Hz, 1H) , 7. 41 (s, 1 
H) , 7. 43(s, 1H), 8- 59(d, J = 4. 
9 Hz, 1H) 

[0 1 04] SMB. 4- (3-7;kfrP-4-~h 
10 P7x7^ry)-6, 7-y7Ky^7'jy 

4-?nn-6, 7-^h^rS/^yyy ( 10. 23 
g), 3-7Wn-4-»fQ7x/^Ml4. 3 

7g) ^r^y^nn^y-ify (100ml) fcJKSU 

yx-a^. flatbfc. act. *ft*7kiwb^hy 

4. 19g, «$9 0%tftfc. 
[010 5] i H-NMR (CDC 1 3 , 400 MH 
z) : 54. 05 (s. 3H) , 4. 13 (s, 3 
20 H) , 6. 82 (d f J = 5. 9 Hz, 1H), 7. 1 
1-7. 18 (m, 2H) , 7. 42 (s, 1H) , 
7. 87 (s, 1H) , 8. 27 (t, J = 8. 5H 
z, 1H), 8. 65 (d, J = 5. 9Hz, 1H) 
[0106] j&»flJ4 4- [ (6, 7-^h^ry- 
A-*JV)V) :fr*y] -2-7)V*uT~V> 
4- (3-7;^P-4--hn7x7^y) - 6, 7 
-WHHyUy (4. 5 7g)*,»Bxf^/ 
N, N-^^*^AT5K/hUxf-^TSy ( 1 
0 0m 1/1 0 0m 1/2 Om 1 ) CSML, jklHfc'* 
30 ^*>A ( 1 . 1 4 g ) £Jn£. Tk^SfflmT^ffiTl 

U S3^fe*^»*«^h>J^A7KJg?g^Jnx.. 7n 
n*yWAT*aj U 7 oo*^AJi**E*«[Kt- HJ ^ 

4. 2 7g. ffiMWKftfc. 

[0 10 7] i H-NMR (CDC 1 3 , 400MH 
z) : 54. 06 (s, 3H) , 4. 07(s, 3 
H) , 6. 50 (d, J = 5. 6Hz, 1H) , 6. 8 
0-6. 9 6 (m, 3H) , 7. 53 (s, 1H) , 
40 7. 55 (s, 1H) , 8. 48 (d, J = 5. 4H 
z, 1H) 

[0108]ili5 4- [ (6, 7-y^h^y- 

4- (3-7/^0»4--bn7x7^y) -6, 7 
-WHWJV (3. 50g)^^7Hl/(5 

oomi) £M?tf§«u &m% U^A ( 2 . 8 1 g ) 
50 EliLfc. «EEF««*9*Lr#ii*i*»$*. BHS 
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OOml/lOml/lOml) fciffiSU *fiftyt? 

(o. 88g) %toi. xmrnssTmivi* 

[0 10 9] 1 H-NMR ( C DC 1 3 , 400 MH 
z) : 83. 85 (s, 3H) , 4. 06(s, 3 
H), 4. 07 ( s, 3H) , 6. 49 (d, J = 5. 
4Hz, 1H) , 6. 63-6. 67 <m, 2H) , 
6. 75-6. 79 (m, 1H), 7. 52 (s, 1 
H) , 7. 59 ( s, 1H) , 8. 46 (d, J = 5. 
6Hz, 1H) 

[oiio] mmmt> 4- [ (6, i-i?xb**s- 

4-7UO-6, 7-^Ky^!)y(5. 00 
g) , 4--ho-3 -***>7-x-S—)Ui 6 . 8 5 - 
g) *ty?an\y-fe> (2 5m l ) CiSL, -ft 
ftSSBSUfc. «ETOg&£©*U BSfcBH&x*^ 
T«KK *jB. &BLtz 0 ft&Z7miti~b y*> 



*lfc!6fi<6- 89g)0-*(l. 36g) fcffflfcx 
f-;^/x^f-;k*;kAT5 K/bUx^rSV ( 2 5 
ml /2 5ml /5ml ) fcjfflWU *Rft>*5>*>.A 
(0. 34g) 5:3P^. 7(c*#fflMT^Tl^i#L 

affile ^na*7PAJg*i^«^by^AT1ESL 
fc. aEET«W^ff*L. ^Jffitf>fltftfij£ 1 . 3 1g. 

jk*9 \%vmi. 

[0 1 1 1] i H-NMR (CDC 1 3 , 4 0 0MH 
z) : 82. 21 (s, 3H) , 4. 05 (s, 6 
H), 6. 4 5 (d, J = 5. 6Hz, 1H), 6. 7 
4 (d, J = 8. 3Hz, 1H), 6. 87 (dd, J 
= 2. 7, 8. 3Hz, 1H), 6. 9 1 (d, J = 
2. 7 Hz, 1H) , 8. 4 5 (d, J = 5. 4Hz, 
1H) 

[0 11211B&HZ N- {4- r (6. 7-y*h 

**»K(0. 18ml) . S»(0. 10ml ) £6 
0W12 0aHJSHfLfc. 4- [ (6, 7-y7K 
y-4-^7»J;l/)«y] -2-7;WnT»'Jy 
(200mg) Sili.. 6 0lCT-HWSJtfLfc. &JE?6 

7bHO77y(20ml ) CjfflffU *&T*SHLy 
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fW/PS-^A (48mg) ZMl. g»C4 0# 

xffif U -fc54 h^$L£, WWBSrBHKx^Ttt 

*LT#6iifc«S£. ?nn*;^/7tfy(2/ 
1 ) tlfflt^if y 'J A ^ u v h /7 7 ^ - 1 J; 
■)IMU ia»0fc£»£8 7mg. JR^4 1%T1# 
fc. 

[0 1 1 3] i H-NMR (CDC 1 3 , 4 OOMH 
10 z):S2.93(s,3H),4. 06 < s, 6 
H) , 6. 46 (d f J = 5. 4 Hz, 1H) , 6. 6 
9-6. 76 (m, 1H) , 6. 85-6. 93 (m. 
2H) , 7. 46 (s, 1H) , 7. 56 ( s, 1 
H) , 8. 47 (d, J = 5. 4Hz, 1H) 
WSftVrM (FD-MS, m/z) : 3 28 (M+ ) 
[0 114]figH8 N— {4- r (6, 7-y7h 
^ry-4-^!J^) ahfryl -2~7/^P7x^ 

4- [ (6-, 7-^h*5/-4-*yu^> 

20 -2-7;Wn7->Jy (813mg) £?nn*;WA 
/b»JxWSy(30ml/3ml ) fcSHU 
ftr-fef-;P (0. 3 7ml ) £Jni.. MffiT5itfS» 

fh7bKD77y(20ml ) fcSWU 
*Sfcy?-^TJP$-^A (0. 39g) *iPi.. 1 
OiHSftlS^Lfc. *&T. KJEtfgfok. ifcKBHSx 

30 ^^roaju i^x^^^asttbu^Tft 

y/T-fc h >/y?oo^ * V ( 2/ 1 / 1 ) TSBW- 

«^*S766mg, D»86%T»fc. 
[0 1 1 5] 1 H-NMR (CDC 1 s , 4 OOMH 
z) : £1 . 34 (t, J = 7. 1Hz, 3H), 3. 
20-3. 28 (m, 2H) , 4. 06 (s, 3H) , 
4. 07 (s, 3H) , 6. 50 (d, J = 5. 6H 
z, 1H) , 6. 71-6. 7 7 (m, 1H), 6. 8 
40 6-6. 92 (m, 2H) , 7. 55 (s, 1H) , 
7. 57 (s, 1H) , 8. 47 (d, J = 5. 6H 
z, 1H) 

[0 1161S2H2. N- {4 - r (6. 7-y^h 

*f*H*<0. 2 7ml) . gHK(0. 13ml) £6 
O^T^OMJStfLit. tztzisfvvjify (lm 
1 ) fc»SLfc4- [ (6, 7-^h^^-4-^y 
y;l^) 5f^ri/] -2-^f-yl/T^yy (30 0mg) ?: 
50 Jni. SST'i oiHSHWFLfc. MSm»»k* 
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m^itxmtifzmi. fh7tKn77>(2 
(o. i5g> £Mt. mm\$mmLt:. *#t. 

iBLfc. *Wi*iH»x^7?liliasL. 

1 b y/y ? ^ y (4/2/ 

i ) vmsatz i" o7h^7^ - t: j »)« 

HU ^S^M227mg, JK*7 2%T#fc. 
[0 1 17] 1 H-NMR ( CDC 1 3 , 4 0 0MH 
z) : £2. 17 (s, 3H) , 2. 94 < s, 3 
H) , 4. 05 (s, 3H) . 4. 05 (s, 3H) , 
6. 43 (d, J = 5. 4Hz, 1H) f 6. 65 
(d, J = 8. 8Hz, 1H) , 6. 91 (d, J = 
2. 7 Hz, 1H), 6. 99 (dd, J = 2. 9 , 
8. 5Hz, 1H) , 7, 42 (s, 1H) , 7. 60 
( s , 1 H ) , 8 . 4 4 ( d , J— 5. 1 H z- r - 1 H > 
[0 1 181 0 N- {4- r (6, 

f*y-4-*7'J;lO -2-^f;i/7x^ 

-N-x^T$y 
4- [(6, 7-y7^y-4-*yy;I/)«y] 
-2-^W-»J>' (400mg) Sr^nn*W 
bUxf-^TSy (5ml /2ml ) fciBWU ifrftT 
W;KO. 19ml ) ^Jnx.. ^T5^S1^L 

fh7tb'U77y(20ml ) fc»»U 
**^yf-^AT;P5-^A (0. 20 g) £JnJt. 4 

?uu*?y (4/2/1 ) TSB^S^U^l^n 
vh/77 a -fc i 9«SU SB*>fc£»* 2 6 3m 
g. JR*6 0%T«fc. 

[0 1 1 9] 1 H — NMR (CDC 1 3 , 4 00 MH 
z) : 5 1. 35 (t, J = 7. 1Hz, 3H) , 2. 
1 7 ( s, 3H), 3. 24 (q, J = 7. 1Hz, 2 
H) , 4. 05(s, 3H), 4. 05 (s, 3H) , 
6. 45 (d, J = 5. 4Hz, 1H) , 6. 66 
(d, J = 8. 8Hz, 1H) , 6. 91 (d, J = 
2. 7Hz, 1H) , 6. 96 (dd, J = 2. 7 , 
8. 8Hz, 1H) , 7. 46 (s, 1H) , 7. 60 
( s, 1H) , 8. 44 (d, J = 5. 4Hz, 1H) 
[0 12 0] »&W11 N- (2, 4-y7WP7 

feKBHg (11. 0ml),?l(5. 84ml ) £6 
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0iCC12 0i»EB!BfLfc. KC2 f 4-^7;ktn 
T-*Jy(3. 94m 1 ) 2*1. £fl"C2804HSIJK 

1. IHRx^i/CMSU BtKx^^^teTk^^b 

fh7tFU77y(150ml ) fc»j»U 
T*^ty^AT/k$~^A (2. 94g)5rJn^. 

10 Bgx^TffltKL. SKxf-;|,a^te7Kigag^f.j^ 
^rty/7-fehy (3 0/1 ) -CSS^^^U^y;^ 
8g, JD8£6 3%THfc. 

[0 1 2 1 ] 1 H — NMR (CDCh, 4 0 0MH 
z) : 52- 86 (s, 3H), 6. 5 8-6. 65 
(m, 1H), 6. 74-6. 81 (m, 2H) 
[0 1 22] mmi 2 N- (2, 

20 2, 4-y7WuT« l J> (64 5mg) . TbhT 
A^bMO. 2 8m 1 ) ifflRLt:* 9 S -)V ( 1 0 
m 1 ) fciSKV^^^A ( 1 . 2 g ) fc^»<0g|«£ 
*»T4 54HBJWFLfc. gTOfc**fe**X 
^HJ^A (570mg) £flu;t. SflT3 OflfiBW 

fl&iifcWSfc. ^ty/Tthy/y^on^^y 
(2 0/1/1 ) T'SBt^yy*^n7b/77 
30 ^-ti9««U aa^-S**2 0 5mg. JR*2 

[0 123] 1 H — NMR (CDCh, 4 OOMH 
z) :51. 28 (t, J = 7. 3Hz, 3H) , 3. 
16 (q, J = 7. 3 Hz, 2H) , 6. 60-6. 8 
1 (m, 3H) 

[0 124] gjfegjl 3 N- (2, 4-y7/^P7 

-N-^yrubviyr^y 

2. 4-y7;WP7-»Jy(3. OOg) Jfb7t 
Pn75y (150ml) aiU *£fc3M«»/ 

40 7-trby/f b7tKU77y (7. 8mi/5. lm 
1 /4 Om 1 ) SSffFLfc. *»T«Rft*9«^b U 
^A ( 2 . 6 5 g ) ^Jnx. SfflT3 04HBBWf Lfc* 

t^mmz9%LmmMmi- h u ^a^upx^ 

x^TttaSL. t^cSSIH-hi;^At?SBSLfc. MIL 
TJB«*«±LTS6*ifc«3*. Mty/7^by 
/y^PP^^y ( 1 0/1/1 ) TBRWa^U;^ 

3 . 2 4 g . 1R¥8 1 %THfc 0 
[0 12 5] 1 H — NMR (CDCh, 4 OOMH 

50 z):51.22(d, J = 6. 3Hz,6H),3. 
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52-3. 64 (m, 1H) , 6. 59-6. 67 
(m, 1H) , 6. 716. 81 (m, 2H) 
[0 1261 Mmmi4 N-^y';P-N- (2.4 

2, 4-i??)\>*U7-V> (2. 3 7mlK^yX 
7)\rrtY (2. 36ml ) ZmMLfzX 9 J-lV (4 
6ml) iC«Sr7^s/<7A ( 5 . 5 9 g ) fc^«9P 

£a-C4 5{HSHK#Lfc. *»T**fc**7 

*^-h'j>>A (2. 64g) &nt. ^i&Tmmtm 

#f>*i£S3£. ^fy/r*hy(30/l ) TS 

[0 12 7] 1 H-NMR (CDC 1 3 , 400MH 
z) : 84. 34 (s, 2H), 6. 56-6. 82 
(m, 3H) , 7. 2 5—7. 38 (m,-5H)- 
[01281 gg« 1 5 - N— ( 3-. 4 -y'7^U7- 

*S*Hi& (4. 39ml), £8(2. 0 8m 1 ) £6 

OTT-gO^SifL^,, 4-y7;Wn7 
= U> ( 1 . 54ml) Srfln*. MiST'l O#0JS#L 

h^b vnyyy ( 5 Om 1 ) CjgftU *$T*£fl: 
Df-^AT^S-^A ( 1 . 1 8 g ) Jrflnx.. ^iflT2 

JoiMffU -fe5>f h$»Ufc. 3rtM*H*x*/l'T' 
ttUJU liJiclSIH-h'J^-CflaSLfc. JSEEFSJ!* 
S*L"C»fc*lfcB3£» ( 1 0 

/l ) X-Wm-hi/Vtiy)V9n-?Y7' : 77 i-lzk*) 

mwu <m<oit-&m& 1 . 3 7 g. ir*6 2%t# 

[0 1 29] 1 H NMR (CDC 1 3 , 400MH 
z) .8 2. 80 (s, 3H), 6. 25-6. 31 
(m, 1H) , 6. 36-6. 43 (m, 1H) . 6. 
92-7. 01 (m. 1H) 

[0i30]§lMi_6_ n- o. 4-yy**uy 

3, 4-y'7;l/tn7-'Jy (1. 00g)£?uu* 
/kk/hyxf-/WT5>- ( 1 Om 1 /2m 1 ) 

U *&~F&fcT-fe^ ( 1 . 11ml) SrJpi., MS 

£**8ffl^by^T*»Ut. «£ET^i8^*L 
T*te*lfcaS£. fh7t HP??/ ( 2 5m 1 ) fc 

mmt. ^T^b'jf-^Ar^s- 1 ?^ (o. 59 
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tt.lzWt£^1-)\s£Ml®ft U YhmJz. 

lUSx^ (10/1) X*Wmth^)ti?)V9u~?V 
yyyj-tzXOmWL.imoit&toZO. 87g. 
JR$7 1%T#£. 

[0 1 3 1 ] 1 H-NMR (CDC 1 3 . 400MH 
z) : SI. 25(t, J = 7. 1Hz, 3H), 3. 
09 (q, J = 7. 1Hz, 2H) , 6. 23-6. 3 
10 1 (m, 1H) , 6. 35-6. 44 (m, 1H) , 
6. 90-7. 00 (m, 1H) 
[01321 jgiaffll 1 7 N- (4-7;M-P7x- 



;^) -N-^WS> 

**»8 (1. 27ml).?l(0. 9 1ml ) 5:6 

0"cr9 0#rafiSf L/c„ -e^t4-7^or-yy 

(0. 4 3ml ) SrJax. MiSTl O^HSJSff L£. R 

m&izmimgtkmi-hvvj^mmzisax.. wm^ 

IWSK&U- gt^x^/Wf^isfcgag^- h y v&xmk 
Ltz. 8ETj§£3r®£ LTS4»ii/;»3 £ . f- h 7 h 
20 Fn7?y (50ml) tjgfBU *&T**fty?-'7 
AT^S-^A (68 5mg) SrJjnx, 5#fWtfl3£ 
Lfc. *&T. RJSSK*. iXH^Kx^^jDxMf 
U -fc9-f b^JBLfc. *1S«S-»llx^T-«iajL. 
*e*«8^ b 'J ->A-CSaft Lfc. $£ETW£S* LT 

iitJ ^ y * ya# wh^yy i-izxommi. 

^<7>tfc£!H)£3 8 0mg. JR=p6 7%Tl#fc. 

[0 133] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : 82. 82(s. 3H), 6. 55-6. 61 
30 (m, 2H) , 6. 87-6. 95 (m, 2H) 

[0 134] $£5^1 8 N-x^-yU-N- (4-y>V 
tD7i->H 7Sy 

4-7;Wn7-'Jy (300mg) J^DDt^A/ 
hyxf-^TS^ ( 5m l/2m 1 ) fc?gft?U J&ffcT 

W(o. 3 9ml ) S-Jni.. SfflTioaiSSJtb 

fc. aSjgtffiffiKKTK^thy^A^JKJ-JOi. ? 
ap*;WATliiaiL. ^PP*;PAHr*|*«Sag-thy 

Jr. fh7th'D7?y ( 10ml ) £}gJj?U 
40 TK^yf-^AT^S-^ix (0. 4 1 g) SrjDi.. 1 

f-zW-Oft tij L , KSlxf-;H 5r*S*SB^ h V ^AtiE 

y/7thy/y7no^;y ( 1 0/1/1 ) t« 
i-hisVXyfrtuvhfyy -f-tci:0»SL. l^S 

«ft^ft5-239mg, JK*64%-mJt„ 
[0 13 5] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : 81. 26 (t, J = 7. 3Hz, 3H), 3. 
50 13(q, J = 7. 3Hz, 2H), 6. 55-6. 6 
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3 <m, 2H) , 6. 86-6. 93 (m, 2H) 
[0136HHS19. N- {4- [ (6, 

;M N * - (4-7ykfrP~7jr~;P) t>^t> 
4- [(6, 7-is*h*is-4-*S 
-2-7/^n7-'Jy ( 1 50mg) f h;Pxy ( 1 
Om l ) tcMHfflSU ^^i:4-7/^n7x";H 
V^T+-h (0. llml)»i. x lO^jral^ 

Ml63mg, tt¥7 5%TTfifc. 10 
[0 13 7] 1 H-NMR (DMSO-de , 4 0 0M 
Hz) : 33. 93 (s, 3H) , 3. 95 (s, 3 
H) , 6. 54(d, J = 5. 1Hz, 1H), 6. 0 

7- 7. 19 (m, 3H), 7. 31-7. 36 (m, 
1H), 7. 40 (s, 1H) , 7. 45-7. 49 
(m, 2H) , 7. 49 (s, 1H), 8. 22 (t, 
J-9. OHz, 1H) , 8. 49 (d, J = 5. 1H 
z, 1H), 8. 59 (s, 1H) , 9. 08 (s, 1 
H) 

[0 1 38] g£|S2_0 N- (3, 4- y7;^Q7 20 

— N' - {4- [ (6, 7-^h^rv— 4- 
*SV)l) :t^] -2-7MP7x^;W »?PT 
4- [(6, l-i?*y*i/-4-*J*))V) tti/'] 
-2-7Wc?7"JJy (300mg) Jb/l^xy ( 1 
5 ml), MJxf-^TSy (3ml ) tJrtSSBWLfc 
y7nn^^y (0. 5m 1 ) fcSBLfcb y#x 

yy ( 3 o omg ) ^jd^t s^iawBBiaLfc. & 

fcU 3, 4-S/:77fc*nT-yy ( 143mg) £Jn 

SS^hy^*^***.. ?un*;l^T1ftftU 9 30 

^*f^LT»&;ft*H;3£. ?nn*;PA/T*h 
y (3/1 ) tI^y'J*^n7b/77>f» 
fcrlDBISU ^M<^m£2 9 0mg. 1K*6 7% 

[0 1 39] 1 H-NMR (DMSO d 6 ,400M 
Hz) : 8 3.94 (s, 3H) ,3. 95 (s, 3 
H) , 6. 55 (d, J = 5- 4Hz, 1H) , 7. 0 

8- 7. 15 (m, 2H) , 7. 32 7. 39 (m, 
2H) , 7. 40 (s, 1H) , 7. 49(s, 1 40 
H), 7. 65-7. 7 3 (m, 1H) , 8. 19 

(t, J = 9. 1Hz, 1H) , 8. 50 (d, J = 
5. 4Hz, 1H) , 8. 66 (s, 1H) , 9. 26 
(s, 1H) 

HS^flfffi (FD-MS, m/z) :469 (MM 
[0140] WmM21 N- <2. 4-^771^07 
x-~/U) — N' - {4- [ (6, 7-^<h^-4- 

4- [(6, 7™y^Ky-4-^yy;I/)^y] 
-2-^f^T-yy (20 Omg) Jh;l/xy (10 50 
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mDCMSBUA 2, 4-y'7Wn7x^ 

>(yy7+-Ko. 1 5mi ) £Mtx2mmmm 

£l65mg. lR^5 6%Tl#7t. 
[0 14 1] i H-NMR (DMSO-de, 400M 
Hz) : 3 2. 29 (s, 3H) ,3. 94 (s, 3 
H) , 3. 95(s, 3H) . 6. 47 (d, J-5. 
1Hz, 1H), 7. 04-7. 09 (m, 2H), 
7. 13 ( d, 3 = 2. 7Hz, 1H), 7. 2 7- 
7. 33 (m, 1H), 7. 39 (s, 1H), 7. 5 

0 (s, 1H) , 7. 9 5 (d, J = 8. 8Hz, 1 
H) , 8. 1 1-8. 18(d), 1H) , 8. 38 

( s, 1H) , 8. 46 (d, J = 5. 1Hz, 1 
H) , 8. 93 (s. 1H) 

MSftVtm (FD-MS, m/z) : 46 5 <M+ ) 
[0 142] j^gg2 2 N- {4- [ (6, 7-y.X 
Ky-4-^-yj^) 7x^P} -N-x^ 

4- [ (6, 7-s/* b*y-4-*yyno 
r^yy doomg) £?uo*;pA/byx^/i/r 

$y(6ml/0. 5ml ) fifcr-fe*7k 
( 5 0// 1 ) £in;L. £fiT2 04HaKttLfc. RJEifc 
^ffi*Kffi7K«i-hy^A7K^?6^JP^. ^nn^A 
TttiBU ^nn^A^S:i|7k^^hy^ATife^ 

F077> (5ml) fc**U *J&T**fty^A 
T/l^S-^A (52mg) Sftli. 4. 5^^Jl^^ 

j^^x^S^it/KKK^hy^^T^L^:. WET 

y (2/1 ) -cmssthwm^j^y^u^h^y 

[0 14 3] 1 H-NMR ( DMSO-de , 40 0 
MHz) : 5 1. 35 (t, J-7. 2Hz, 3H) , 
3. 2 0 (q, J = 7. 1Hz, 2H) , 4. 06 
(s, 6H), 6. 45 (d, J-5. 4Hz, 1 
H) , 6. 67 (d, J = 9. OHz, 2H), 7. 0 

1 (d, J=8. 8Hz, 2H) , 7. 46 (s, 1 
H ) , 7. 60(s, 1H), 8. 45 (d, J-5. 
4Hz, 1 H) 

[0 144] mM2_3 4- r (6, 7-yj* 

-4-^y y;u) r-yy 

4-?PD-6, 7-y^Ky^yyy(l. 84 
g) h4--hn7x7wM3. 42g) 1 

7o c cT5 04Ha»FUfc. m&tx-m&Lfzm. mm 
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SB ( 1 . 0 0g)£N, N-y^f;l/*WSH/B 
ixf;M3 0ml/15ml)l:MU 1 0%*K 
( 6 9 m g ) SrJP^ . *S»H^T 

fc. 8UET»BS:9*U ta*>fc£*£7 9 9mg. 
JR*7 8%THfc. 

[0145] 1 H — NMR (CD3OD, 500MH 
z) :S4. 00 (s, 3H) , 4. 00 (s, 3 
H) , 6- 47 (d, J- 5. 5Hz, 1H) , 6. 8 
2(d, J-8. 6Hz, 2H), 6. 96(d, J = 
9. 2Hz, 2H) , 7. 32(s. 1H), 7. 62 
(s, 1H), 8. 3 6 (d, J = 5. 5Hz, 1H) 
SM#Wfi (FD-MS, m/z) : 296 (M+ ) 

1-30 <oft-&*w«Bt**r t Tieoa o tj> 

s. 

[0 14 6] 
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1 m&til<r)XJ<>VX7)V~$k 



hh^»j^-^wGL07 {wmm^msmt^x 

tt!£If^ittfr£3BISIffrB. 1H1H«PR4 
Lfc. «^S^timM-y^y;P-^250jultfMrtft 
30fl«fc»i8l*«aiLfc. *aiL3tB^S60.3g 
O.lNK0HSr350julJ!rai.37t:T-^ y^r 

vytm&mmi^yxyfr-miai. 3ooorp 
s^tu mn^nseftit^T/cxiooco'ciNitx:. 

[0148] *%3*^£4lffii?>ft&fl£H LT. 

[0 149] 
[^2] 
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[oi5oisa&a2 t h?})*— ?$m (ao 

SMfcJ«**9BISttfB.-lHlHe0»4-- 



fcU BigJMJUWJ* (TGIR) = (1-Tx/Cx) Xl00£3c 

i&Jfc. 

[0151] *fW^£Wf<Dft3^lcHLT. MSS 

[0 152] 
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~?VX&iinffiM%m8& (ATCCMAf : ATCC [0 154] 

CCL-46) \^m&t)'^ -W,Z&^ [^4] 

«Hffl£fi*»«jW>.OU 0.1. 1.0. lOjt/Mfc&SJ:? 40 

t#^*;wcgaiiiL37 , cr48i^s©stfc. -e?>f&. ft 

^tn (4+) . oAv*cfmm.Lizmmt&ihbti& 
h^iza (2+) . ioxtMt'Bs^bLJtmfrigft^> 

ii^^zit (+) fcU:. lO^MT'^^bLfc 
MMtfm>t>ti%\.^r&l,z\i <-> fcLfc,. *5£BJ3«Oft 
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[qi 5 5\ mmmm4 itga^gvawwtta 

ilttDBVlJsea-V^X (73IM) (t7f7?SlftS 

yo. 3%MIi(K-4i, ay-yymmm: 

*^A#) . 2. 5nlcO*aAJe?afcJ:t/7. 5mlcD^ 
^70>(y(=ryaA>h (Difco Labs.j&^A^ ) 

om-f->zm*)^Tt: mm?) . wmim&w± 

£*!J<bhMrt-b (MTX) (S^ 
£> A# ) »± . 1 %<7)*;l-^ is* ^P-t^D-X 
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fc. mm\m^<r>mm±i omgAg. mtxoja 

Mlilmg/kgiLfc. 

[0156] i5^m*^HS^T*T'«0te^3T^ 
•7Vf-«^j^t LTf^^h.TV^MTXt|BfgJg<9 

[oi57]^sg^M5 mtimm (dtheos) 

10 &S¥8E«98tttCrj:BDFr7>7X (9j@lfr) ( H*f-V- 
^xy/N*-tt5t^a*^A¥) £JBirXfc. tUSfcLTl 
O^giOovalbumin (OVA) ( 4it^I*l*^4b&^ A 
^) £lmg<0alu«fc^C#7?AO&Tt3£^LT^ 
U ^7 B&£ 1 0 jug<90VA£ 5 0 jug<75aluiifc 

ff\>\ imwmiztm&emcnwi& (%) ^dthris 
--- Msosr-eii-rfLi o%#tf4ia^?s<ojif*cfc, ttz 

fcL 1 Omg/kgfc bfc. 
[0158] 2 fc^T. 3^66031 1 

« (p<0.05, student' s &£) &DTH£JEJfll$IJx!j&£^ 

[Hi ] iiM35-yyil#g|l5^ti«-|.iafefi«lico 
30 \t^m<mm:^Ltm^ht. • : (^u*?* 

mm (n=io),A: mum 1 oft^f^xfcsf 

(n = 10). □:MTXmtSf(n=10) . 
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